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PROCEEDIL NGS

CHAIR CH LDRESS: Weél cone to the subconmttee
nmeeting, the Subcomm ttee on Human Subjects Research
VW had a very productive day yesterday, with a |lot of
i mportant questions arising about the fine draft report
that we've been working with and an indication of a
nunber of areas that we need to do further reflection,
in particular clarifying sone of the concerns
surroundi ng the category of nore than mninal risk
non-potentially beneficial research, where much of our
di scussi on focused.

You' ve seen the agenda for today. The first
activity wll be looking at the draft report and we
will start with the discussion we had yesterday,
| ooki ng at the recommendati ons and seei ng where we want
to go with those.

Then at 8:50 we'll spend sone tinme with Gary
Bl lis, looking at the discussion of mnimal risk, the
di fferent understandings of mninmal risk, since
obvi ously how we understand mninmal risks will -- what
t hese recommendati ons actually nmean. That will conme in

during the course of our discussion of the draft
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report.

Then at the very end of our discussion of the
draft report we will tal k about next steps, things we
need to do to bring this in to sonmething closer to a
final version

Al so, as part of next steps we need to think
about whether we want to neet in L.A Apparently the
Genetics Subcommttee is going to neet in L.A | don't
have strong feelings about whether we neet or not. W
may just want to see where we stand at that point and
t hen make a deci si on about whether to neet.

Then we' Il have a discussion wth Jack
Schwartz, who has appeared before us a couple of tines
before, on the Maryland Attorney CGeneral's Wrking
G oup involving draft recommendati ons fromthat group
on decisionally inpaired research subjects. And Bill
Freeman will give us an update on the survey of Federal
agenci es.

VW'l| talk after statenents by the public.
Let me just nmention that it would be hel pful if nenbers
of the public would indicate if they would like to
testify at that point so we'll have sone idea of how

much tine will be required. So you can just sign up at
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the back and indicate to a nenber of the staff that you
would like to testify at that point.

Then we' || discuss future Conm ssion research
activities and building on the report of Eric Cassell's
commttee, and then draw sone concl usions.

Adj ournment woul d be no later than 12:30. |
guess |I'Il probably be surprised if we run until 12: 30,
al t hough we obviously have a lot of inportant work to
do, particularly on research with decisionally inpaired
subj ect s.

Any other points to get out before we get down
to work? Harriet, do you have any?

M5. HYATT-KNCRR  Not right now, no.

CHAI R CH LDRESS: Ckay.

MR CAPRON  Two questions. The first, is
whet her we need to have sone di scussion this norning on
the question of the Federal office issue that we heard
about yesterday, and that the Comm ssion as a whol e had
a discussion on. W do not have -- docunent yet.

CHAIR CH LDRESS: R ght. She hopes to have
that by the end of the nonth, if | recall correctly.

MR CAPRON  Maybe it's premature, but | did

have a slight sense that we were all frustrated that we
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got the issues out. There seens to remain a great deal
of consensus, but we need to make the determnati on of
which is the | evel we want to recomrend.

CHAIR CH LDRESS: Wl |, let ne raise the
question this way, Alex. | think many of us, |
suppose, are in a transition period of noving nore
toward whol e Comm ssi on work, away from subcommttee
wor k.

| think one of the frustrating things about
the previous neeting was that we had such a fine
di scussion with John F etcher and Charles MCarthy on
this particular topic, a discussion that actually woul d
have been very beneficial to the group as a whole. You
did a fine job yesterday of giving the background for
that and summarizing it.

So | don't know It would certainly be
possible to spend a few mnutes tal ki ng about sone
qui ck responses, but it seens to ne that would be a
di scussion that would be very useful for the Conm ssion
as a whol e to have.

MR CAPRON | agree with that. 1'd like to
know how we' re going to have a docunent that wll bring

together the contact reviewthat we had. | nean, it
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seens to me that in sone way, nost logically, thisis a
chapter of our Federal agency's report.

| nean, it is a nuch nore substantive
conclusion to that report than sinply reporting on
restraints and weaknesses of the responses in different
agencies. This is taking that picture and saying the
conclusion to be drawn is a little different than
sinply tinkering.

CHAIR CH LDRESS: Right.

MR CAPRON | entirely agree. | wasn't
really trying to say that we needed di scussion here
now, | just wanted to get sone sense of howthis fits
into your tine table.

| think as far as the subcommttees, | nean
ny hope is that the subcommttees are history and when
we tal k about neeting on these topics fromnow on we're
tal king about all of the --

CHAIR CH LDRESS: (Good. MNo. | quite agree
with you. | guess the current plan, and we'll talk
about this a little nore when Bill Freeman reports,
woul d be to finish the report in the area of genetics
on tissue sanples and to finish the report on

decisionally inpaired research subjects, and then to
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finish the report on the Federal agency. So that woul d
gi ve sonme sense of the timng. As | understand it,
that's the tinme frane.

Let me get Eric in and he can really address
it better.

DR DUVAS: Well, | see the subcommttee's
wor ki ng on behalf of the whole, so | wouldn't have any
objection at all for this subcoomttee to nake
recomrendati ons, specific recommendation, to the body
inregard to this issue which I think we can settle and
nove it off of the agenda. It seens to nme that there
is alot of agreenent that we need a place to take care
of these concerns.

So, | feel inpatient to get the things we can
make deci sions on decided. M suggestion woul d be that
we di scuss the report, that we nmake a recomrendation to
the body as a whole, and that we'll nove that part of
our business forward.

CHAIR CH LDRESS: And | think there is a |lot
of wisdomin that. The only problemthat has cone up
isthat it is often difficult, and we sawthis in the
di scussion yesterday, to recapture the kinds of

argunents, and particularly some of the powerful
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elements attached to them in the context of the |arger
di scussion after we've had the subcomnmttee discussion.

In this particular area | think we've lost a
ot in not having the whol e Comm ssion hear those two
reports last tine. | think we'd be a lot further
al ong.

So the question is whether we want to spend
the tine doing it today or whether, as | think I like
the suggestion that we really talk nore about a plan
for doing it with the larger Commssion. FEric?

MR MESLIN The only thing that | woul d add,
substantively, is just on the organi zational front. It
woul d be very useful for us to have Dr. Gonzal es' paper
in hand, and we should have that within the next, we
hope, week or two.

Al though that is not identical to the
McCart hy- Fl etcher proposals, conplenentary as they may
be to each other, that was part of the process of
gathering sone findings that will informthe
Comm ssi on.

| think it will be entirely possible for staff
to put together a docunment that both summarizes where

the debate is and, with input from Comm ssi oners,
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provides a framework for howto resolve this issue and,
as you say, get it off the table.

It is afairly inportant subject and | think
we'd like to hear a bit nore fromthe Conmm ssioners at
the appropriate tine--this mght not be it, unless you
feel the need to speak up--as to whether it will join
the Federal agency's survey as an appendi x or a chapter
or whether it will be a stand-al one docunent that will
acconpany it.

So this is sonething that we can continue to
discuss, but it is a high priority subject because, as
you say quite rightly, it is something that we can
attend to, having heard a good deal of conversation
al r eady.

CHAI R CH LDRESS: Rachel, sorry. | hadn't
noticed that you were here. D d you have anything you
wanted to say at the outset?

M5. LEVINSON:  No. Just let this continue.

CHAI R CH LDRESS: kay. Any further points
about this?

MR CAPRON  Weéll, not a further point, but
I'd like to sort of see where we're going on the

conclusion. Could you give us a sense then, would it
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13
be reasonabl e to expect that at the March neeting we
woul d have fromstaff, or the April neeting we would
have fromstaff, a docunent draw ng on the previous
di scussion, drawi ng on yesterday's discussion -- in a
way, what | was, in a very rough fashion, trying to do
orally was to present what seened to nme to be the
elements that would go into that, abstracting them
boi | ing them down fromthe excell ent papers.

If the staff has that material -- I"'mwth
Rhetaugh on this, that it doesn't seemas though it
should take up a lot nore of our tine and we ought to
nove on.

But I think that we're at a poi nt on nmany
t opi cs where novi ng on nmeans havi ng not the oral
agreenent, which we seemto have, largely, but really
on the table the draft docunent, and we can sign off on
that, even if we saw, well, we're going to hold it for
a nmonth or two, or three or four, while it goes into
sonme ot her docunment which won't be ready until that
tinme. That's fine. W've gotten through that. | just
want to get a sense fromyou, are we sayi ng March,
April?

MR MESLIN | see no reason why it couldn't
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14
be avail able by the March neeting, with two caveats.
(ne, based on your very hel pful overview yesterday, |'d
hoped you woul d be able to provide sone substantive
input into the witing, either by reflecting on sonme of
t he docunments or offering some proposed sol utions for
the Comm ssioners to debate. | think the point of
whet her or not there is agreenent should go not
unchal | enged.

| think there was certainly agreenent that
sonething different ought to occur. There was not
agreenent as to either the exact |ocation or what the
admnistrative arrangenents for putting that office
into place woul d be.

| think there it would be fruitful to have
sone further discussion by the Commssion. But | think
you're entirely right, it could be done by March with
input, not just fromyou but fromA ta Charo, who is
not here, and had an interest in providing sone
conmrent ary.

MR CAPRON Well, Alta, | should say--and
shoul d have nmade this nore clear--and | did discuss
this, and I think I was reflecting her views as well.

So let's look at the March neeting.
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What | woul d personal |y urge, and naybe we
need a straw vote now and maybe only if that draft is
there, you could, as the staff, give us the docunent
then with two concl udi ng sections, one of which says
the McCarthy-type version, the other says the Fletcher,
t hen we coul d have the di scussions once we have those
bef ore us.

| woul d hope that you would vet the idea with
it as widely as you think it's appropriate so that,
beyond the thoughts of Fl etcher and McCarthy, there nay
be further refinenments, there may be issues that are
essential to be addressed that they haven't addressed,
et cetera.

CHAI R CH LDRESS: Yes. (Ckay.

Rhet augh, do you feel confortable with this
direction?

DR DUVAS. (h, yes. [|'mflexible.

CHAIR CH LDRESS: It sounds as though you want
it noving forward.

DR DUVAS. Yes. | just think we take too
much tinme --

CHAIR CH LDRESS: W hear you.

DR DUVAS: -- to nake decisions around here.
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16
But | can't have it ny way all the tine.

CHAIR CH LDRESS: And |I'massumng that you
could provide, for exanple -- | think it would be very
hel pful if all of us would have a print-out of your --

MR CAPRON Yes. | can do that.

CHAI R CH LDRESS: That woul d be hel pful.

Ckay.

Anyt hing el se we need to tal k about regarding
our agenda?

(No response)

CHAIR CH LDRESS: (Ckay. Let's start with the
-- well, let's see. ne nore thing. Let ne note that
everyone should receive at the table this norning a
copy of the 10 or 12 pages provi ded by Paul Qopenbaum
for insertion, with nodifications, the two sections of
Chapter 1, and we'll cone back to those pages in due
cour se today.

Was there anything el se we needed to --

(No response)

CHAIR CH LDRESS: Al right. Jonathan,
anything you'd like to say follow ng yesterday's
di scussion? W wll start with the recomrendati ons,

pi ck up where we left off yesterday, and then nove to
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ot her portions of the draft docunent.
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18
RESEARCH W TH DEC SI ONALLY | MPAI RED SUBJECTS:
DRAFT REPCRT
D scussion: Led by Jonat han Moreno, Ph. D.

DR MRENQ It seens as though we shoul d
start by tal king about the status of the Research
Advance D rective Concept, either the nonenclature or
the substance. It would be very helpful, | think, to
start there and resol ve that question.

CHAIR CH LDRESS: And I'mgoing to try to get
everybody to use m crophones.

M5. FLYNNN It would be hel pful to nme, and
maybe I'm-- little discussion on substance, 1'd |ike
to hear alittle bit fromR ch and others before we go
further. | feel that, yes, the discussion was useful,
but I don't think we got a chance to conplete it and
I'd like to share a little bit nore substantively.

DR MORENQ Can | just say one thing about
that discussion? |I'mnot sure that in the discussion a
key el enent of the Research Advance D rective Concept
was suitably addressed, nanely for people who --
actually, Trish has tal ked about this with ne, and I
think is reflected in the text.

For people who are anticipating a period of
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i ncapacity, who've already experienced it, these truly
woul d be advance directives. |'mnot sure that that
concept was fully appreciated in the di scussion
yest er day.

So that even if, in other respects, the
concept of an advance directive for this kind of
research proves not to be inportantly different from
informed consent, garden-variety infornmed consent, at

least in that kind of situation it would seemto be

useful .

CHAI R CH LDRESS: (ood poi nt.

Trisha?

PROFESSCR BACKLAR  Yes. That is -- it's
terribly hard for ne to hear people speak, | nust say,

even when they're speaking into the mke. And it nay
be ny advanced age, but | urge all of you to speak
clearly as possible.

MR CAPRON Because this is an airplane
hanger and there seens to be sone | oud noi se com ng.

PROFESSCR BACKLAR It gets distorted. Yes.
It's really horrible. Nowthat |I've said that, let ne
put it aside.

Yes. Exactly and precisely as you said,

MOFFI TT REPORTI NG ASSOQ ATES
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20
Jonat han. These are peopl e who have experienced, and
may experience again, periods of an inability to do
deci si on nmaki ng, periods of incapacity. So what the
advance concept is planning for those periods where
they may not be able to nmake deci sions about their
involvenent in the research -- so it is not a msnoner,
for that particular group, to call it an advance
di rective.

In that sane way, it's no different froman
advanced directive for psychiatric treatnent, so that
there are certain things that will fall into place
shoul d that capacity for decision naking be | acking.

| don't think | need to spell out the rest of
it, because what we tried to build into it were
protections inasmuch as there would be a top deci sion
maker, there would be an outside provider who was not
connected to the research, and that provider did not
need to be a physician, it could be a case worker, et
cetera.

CHAIR CH LDRESS: | think it's very inportant
because it clarifies what this is about, but also
[limts it. | think that the -- limtation group of

subjects to whomit would apply is also very inportant.
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PROFESSCR BACKLAR  And because there was this
-- it is also inportant to understand that what was
intended in this process of planning was that during
the consent process that takes place in any research
protocol, one hopes, is the appointnent of the -- the
proxy shoul d be invol ved for sonebody who is in that
situation where they may | ose their capacity. So if
the proxy doesn't cone in later, in other words, people
are -- the proxy is educated at the sane tine and
| earning about it along with the person, the subject.

DR MRENO And it's worth knowi ng that the
current, much maligned chart on page 150, for the
category of greater than mninmal, non-beneficia
research, the current framework calls for having --
whet her there's informed consent or an advance
directive, calls for having the necessary invol venent
of alegally authorized representative, as well as the
heal t h professional nonitor, which would go to Trish's
wi sh to ensure the invol venent of such an ot her person
in the process.

PROFESSCR BACKLAR  And there seened to be
sone confusion yesterday, and |'mnot certain it is in

t he docunent, Jonathan, as you' ve witten it--I tried
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tofind it last night, but I"'mafraid ny eyes were
cl osi ng- - about whether or not that surrogate could be a
famly menber

DR MIRENOQ Absolutely.

PROFESSCR BACKLAR | is ny intention that it
absol utely coul d be.

DR MORENO  Yes.

PROFESSCR BACKLAR It didn't have to be, but
it certainly could be.

DR MRENO Could be. And | had tried to
wor k Nunber 4 on page 145 in such a way that woul d
invite the local jurisdictions to develop their
legislation for regulations in such a way that there
coul d, indeed, be a default nechanism That's what
peopl e want ed yest er day.

PROFESSOR BACKLAR | also would like to say
one thing that | don't think was clarified yesterday.
There was a | ot of discussion about people didn't think
-- advance directives. | wasn't seeing it as a matter
of choice, that if you had a subject who could | ose
their capacity for decision nmaking, it would be built
into the process of consent.

So it wasn't, oh, you won't have -- if you're

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150




N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

23
not going to have consent to a research protocol, then
you m ght not have an advance -- whatever we're goi ng
tocall it, you mght not have this particul ar
oper ati on.

DR MRENO Well, the incentiveis -- if you
|l ook at the chart. For greater than mninmal, non-
beneficial research, largely, is the | anguage |I' musing
to describe that kind of study. You have to either get
the inforned consent of the subject, which is
presumably proximate within a matter of hours or days
of initiation.

CHAIR CH LDRESS: A couple or three of us are
havi ng probl ens hearing you. I1'mnot sure it's the
m cr ophone.

DR MRENQ Let ne try again.

MR MESLIN And speak a little nore slowy,

i f you woul d, Jonat han.

DR MXRENQ For greater than mninmal, non-
beneficial research, | would be -- as the current
framework is witten, the investigator would have to
get either the inforned consent of the subject, which
is presunmably pretty much proxinmate to the initiation

of the study itself, the matter of hours, but at the
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nost a few days, or an advance directive authorizing
this kind of research

Now, we can argue about what this kind of
research means. |'mnot sure the research sorts itself
into actual kinds a la Aristotle, but, neverthel ess,
it's away to get started in this discussion. So the
pressure on the investigator is precisely of the kind
that Trish has just described for this category of this
resear ch.

That woul d not be the case for potentially
beneficial research in which you woul d get either the
informed consent of the subject if the certain
situation is right, or we get the advance directive, or
permssion of the legally authorized representati ve,
whi ch coul d be, again, the famly nenber.

But when there is a greater than m ni nal
amount of risk and it's not beneficial, this framework
woul d encourage the investigator to get either inforned
consent or, alternatively, the advance directive.

PROFESSCR BACKLAR  Again, this, of course,
brings us back to sonething we need to tal k about and
whi ch we are nmaybe tal ki ng about, because |I find it

very confusing not to know what we are meani ng when we
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tal k about these breakdowns, nore, thus, and so on and
so forth, because intuitively | want to say that there
are a group of people which -- and I think we'll get
back to this, that alnost anything that you' re going to
do -- research with a particular group of people, that
you may want to have certain protections in place.

CHAI R CH LDRESS: Let ne just point out that
this draft also, for those of you who have nenori zed
it, as with the previous draft, on page 146 it tries to
deal with the mninmal risk definition problem by using
exanpl es and actual | y suggests that those exanpl es
m ght even be witten into regul ation.

PROFESSOR BACKLAR | coul dn't hear you.

CHAIR CH LDRESS: (kay. This draft, as in the
previous draft, tries to deal with the question of the
definitional problemfor risk by using exanpl es that
m ght even be witten into regul ation.

Now, one could go further and do as the
Canadi ans have done recently and stipulate that there
is perhaps a different scale that is appropriate for
peopl e who are | acking capacity with respect to what
counts as risk. So one could even add that kind of

statenment to nmake the point clearer. Thanks to Eric
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Meslin, for providing nme with that docunent.

PROFESSCR BACKLAR  But again, | want to say
that 1'mhoping that the discussions we have with Gary
Ellisis going to sprint us forward in being able to
nmake this --

CHAIR CH LDRESS: So we'll come back to the
mninmal risk part. | have Alex -- just a nonent.
Laurie, does this help get under way the kind of
discussion -- | think it's helped clarify sone of the
issues and | think one of the critical things you have
to decide is basically whether we pay too high a price
interns of research if we have restrictive conditions
of this sort, and that was the debate between Zeke and
Al ex yest erday.

M5. FLYNN Yes, | think it is helpful and it
reinforces ny concern that | expressed yesterday, that
we are, indeed, | think unwittingly, erecting too great
a barrier to research that | think is a nodest increase
over mninmal risk and is, in fact, quite essential at

this point in terns of basic neuroscience.

CHAIR CH LDRESS: Trish, did you want to get a

response in?

DR SCOIT-JONES: | just wanted to say that |
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don't think that there's -- that when you have

vul nerabl es on any subject, that one nust be very
concerned about their protection. The costs may be
very small in conparison to the kinds of costs that go
into research anyway.

M5. FLYNNN M concern, and | certainly agree,
was actual limtation and whether, in fact, this
current structure would essentially obviate much of the
research that is now going on

CHAIR CH LDRESS: D d you want to address
this --

DR SCOIT-JONES: | wanted to ask Laurie to
just say a little bit nore about the point that she
just nmade, because | think it's inportant at this stage
because we want to cone to some sort of consensus to
really hear what each of the comm ssioners is saying.

Laurie, | was just wondering if you could be
nmore specific. Do you think it neans that there would
be additional costs, there would be too nmuch tinme taken
up with the consent process, or what specifically would
you see as the obstruction to the research process?

M5. FLYNN | guess | would want to recomrend

that we hear fromsonme who are directly involved in
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adm ni stering or conducting research, because |I'm not
one of those people. But it seens to nme that the |arge
nunber of studies that are now under way that represent
a mnor increnent over mninal risk needs to be
anal yzed.

| guess ny concern has been that we've | ooked
at thisinterns of, howdo we try to stop certain
ki nds of research or howdo we try to limt certain
ki nds of research

M/ focus has al ways been on, how do we extend,
expand, and inprove both the infornmed consent process
itself, which I think we don't have nearly enough
attention to here, how do we educate | RBs and engage
the community of interest in the work of the IRB so
that the design of the studies, including the
protections and consent procedure, can be strengthened?

This appears to nme to be noving to a kind of
narrower approach of, sone research is okay and sone
research is not. |'mnot confortable that we know
enough about that research and about the vulnerability
of that population in any particular study to nake
t hose kinds of final judgnents.

CHAI R CH LDRESS: | guess one question woul d
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be, and this cane up yesterday, what additiona
information we would want fromwhomto hel p think about
this matter. Jonathan, then I'Il get Al ex's response.

DR MRENO | think this is an enpirical
question. How nmuch research is going on that involves
a mnor -- right nowthat could not be done under the
conditions described in this proposal? | think that is
a very inportant question. |I'mnot sure anybody really
knows, Jim wth a high degree of reliability the
answer to that question, but it's one that we m ght
wel |l want close to the COPRR

CHAI R CH LDRESS: Al ex.

MR CAPRON | endorse that view, but | wanted
to address sonething else, if it's all right.

CHAIR CH LDRESS: |'msorry.

MR CAPRON We're sort of having two
di scussions. You're tal ki ng about advance directi ves,
then we're tal ki ng about what seened to ne to be a very
fundanental point that arose in the meeting yesterday,
which is, if we had nade the categories too sinple we'd
coll apse too nuch in. W need to unpack sone of that
so that we don't protect people out of the opportunity

to benefit from new sci ence.
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' mvery concerned that we figure out howto
go about this, because | don't think it is just a
matter in this case of hearing fromCOPRR | think it
is probably a matter of hearing from on the one hand,
researchers, and on the other, sonme who have observed
t he abuses of research.

Anong the researchers, also, to find out
whet her there are col | eagues who say, well, it's true,
you could do the research that way, but you would al so
do the research this way with a group that has the
ability to provide consent.

To ne, the hardest case that Laurie raised
was, if there were fundanental scientific questions
that woul d only be answerabl e in subjects who,

t hroughout their life, had a pernmanent incapacity to
provi de consent and where you were autonatically
putting in a surrogate, and if sonme of that research
fell within our nore than mninal risk category, it
woul d never be doabl e because we see sone requirenent
for the individual to consent.

Wiat | wanted to do, however, was cone back to
t he discussion that Trish was having a nonent ago

because the one thing that did conme out yesterday in
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our discussion with the larger Comm ssion, and | feel
that in that discussion | was a proponent of, nore or
| ess, what we had here about the advance directives.

But | realized that in the discussion we nay
have been using the terns in different ways. There is
the circunstance which is, | think, and correct ne if
|''mwong, Trish, the one which you seemto have in
mnd nost of the tine when we're talking about this is
t he person who not only has fluctuating capacity so
that they have sone experience with their illness and
t hey have periods when they are quite able to
participate in their decisions, but for whomit is
possible to specify with a good deal of accuracy what
the research protocols would likely be that they are
bei ng asked to participate in.

And it's just a natter that, we won't do this
research on you while you're in the state that you're
in when you' re able to consent, the tine we need the
study, whether it's a physiological study or whatever,
met abol i ¢ study, or a study of a nedication, or
whatever, is at the point where you have manifestations
of your illness that would not nmake you able to

consent.
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That seens to nme to be captured by avoi di ng
t he phrase "advance directive" sinply by sone notion of
prospective consent. That is to say, you are actually
goi ng through a consent process the way you would if
you were going to have an intervention tonorrow, but
the understanding is that this intervention will not
occur for weeks or nonths, or it is even possible
never, in your case.

If you never went back down in that part of
the cycle of your illness, you would never be a
suitable subject. That is just a hypothetical. That
is not very problematic, it seens to ne. W could
address that with sone phrase about prospective
consent .

Now, when you can join that with durable
powers of attorney for health care, which are not just
about end-of-life care, you can have a situation in
which the person is able, under the law in nost states,
to al so appoint an agent at that tinme, and one would
hope that right fromthe begi nning fromthat point the
agent is involved with the researcher in |earning about
the research and being really prepared, with the

subject, to take on that role of the on-the-spot
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deci si on maker .

The harder cases are the ones which | thought
were al so enconpassed in |ooking at the materials here
on pages 121-125 or so, or 127 or so, | wasn't at al
cl ear whether we now were saying this or not.

| thought we were al so thinking about
sonet hing which really conmes closer to ne to being an
advance directive because of its generality for
patients who are sliding toward a state where they
won't be able to nake decisions, the denentia patients,
in particular, but whose course is not so advanced t hat
you can't engage themin discussion, but they' re clear
enough about the fact that they know that's where
things are going and they may have a nunber of years of
life there where the question would be -- at |east one
question one could ask is, are you willing when you are
in that state to be involved in a study which woul dn't
be for your immedi ate benefit, which would have no
potential for benefit for you, and woul d have some
increment over just mninmal risk of the type that is
nore or less part of daily life.

For that, sone phrase about advance directive

is certainly suitable. But |I couldn't tell, Trish
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whet her you, in the exchange with Zeke, were actually
saying, well, no, I'mnot thinking about advance
directives for that group

And | obviously don't know what the rest of
the comm ssioners say. It seens to ne that there
really still is a difference, and ny sense was that you
had two categories of potential subjects, those who
have told you, I"'mw lling to have this happen, and
t hose who haven't told you this. Now, this is relevant
to the pages we have in front of us because--1 think
it's on page 123--there's sone suggestion of -- the top
of 123.

For instance, "Research Advance D rectives
m ght only be valid when the research presents somne
prospect of patient benefit and strict time limts
coul d be inposed that require the renewal of a |iving
will."

Then there's a reference to the option of the
appoi ntnent of the legal representative, which is
really the discussion of the next section here, soit's
ki nd of out of place.

| would like us to highlight at sone point

here, if we're in agreenent, that the advance
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directives has the ability to play this useful role of
separating people who are willing to say now, | will
take greater risk for sonething that won't benefit ne,
fromthose who aren't willing to nake that conm tnent.

| disagree with Zeke on the notion that if you
took a poll anong this category of people and you had
80 percent of themsaying it would be all right to do
this, but only 20 percent of themwll sign a
directive, that that's an indication that the directive
nmet hod doesn't work, the same way it doesn't work when
we know that the public says they want a certain kind
of end-of-life care and they don't get around to
filling out advance directives about their end-of-life
care.

Cne of the things that | believe is valid
about the end-of-life care, and I would certainly say
is valid about this, is there's a huge difference
bet ween expressi ng a general opinion and conmtting
yourself that this is a course you're willing to
follow, and that barrier of not signing the papers
isn't just due to | aziness.

There are psychol ogi cal factors that woul d

| ead a person to say, if asked generally, well, do you
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think that's research that ought to be able to go on,
yes, will you sign up for it, well, let nme think about
it, and then they never sign up for it because they
actual ly have a reluctance. They don't want to be the
subj ect of such research

So it seens to nme that it's a reasonabl e
sorting process between those peopl e who ought to be
made unavail abl e for such research by the fact that
they haven't commtted thensel ves to be avail abl e.

Now, one final note. Al of this is against
the context of what used to be the law, and | have not
researched this recently, but one of the conundruns for
research with children and with those who can't nake
decisions is, the old view used to be, people in this
situation cannot be used for sonething that doesn't
have sone prospective benefit for them

You can't be a surrogate decision nmaker and
al | ow soneone to be used. MNow, we've said, well, let's
make a small exception to that. |If there really is no
nore than mnimal risk, isn't this the kind of thing
that nost people could be presunmed to be willing to
run? Sort of a consensus grew up, yes, that's al

right after all.
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But when we get beyond that nore than m ni nal
risk, it seens to me that we are correct in saying that
the old viewreally ought to be adhered to, which is a
surrogate, appointed or otherw se, who can't go around
consenting people to sonmething that isn't going to
benefit them | nmean, it's the archetype of the
expl oi ted person.

PROFESSCR BACKLAR  That's right.

MR CAPRON  Maybe we shoul d have a di scussion
on that, and | have a couple of other points in here,
Jonat han, about what we say al ong those |ines.

CHAIR CH LDRESS: Let ne let Trish respond
directly, if | could, Eric, fromthere.

PROFESSCR BACKLAR | do think that it woul d
be extraordinarily hel pful, instead of -- in this nore
abstract way, and | have -- is to situate a situation
in which one woul d use an advance directive like this,
and of course, the infanous now UCLA protocol woul d be
a perfect place for this. I'mnot going to repeat what
that -- is, because |'ve done it enough tines.

So you could use a little scenario. It would
work in this. Then you' d start to nove it along to

t hese ot her scenarios. Wen | responded to Zeke
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yesterday it was because | had thought it through very
carefully in terns of some research protocol |ike UCLA
As we noved along, for instance, into prospective
denenti as, Al zheiner's, you need to alternate the nodel
somewhat. It doesn't stay rigidly the sane.

There has to be sone way in which we could
describe this not being quite so rigid, at the same
time keeping those protections in place. That's why
when we di scussed about Greg Sachs, who's done quite a
ot of work here in this, we could use sone of his
nodels. So it isn't just one rigid nodel.

CHAI R CH LDRESS: Absolutely. But | think
it's also the case, at least judging fromny
conversations with you, that you woul d have no
objection to our getting rid of the term"Research
Advance D rective" to cover the whol e area.

PROFESSCR BACKLAR  Absol ut el y.

CHAIR CHLDRESS: | think it is msleading.

PRCOFESSCR BACKLAR  I'mnot narried to a term
I'mnmarried to a concept.

CHAIR CH LDRESS: Weéll, and | think that the
term though, brings in sone other things --

association. So we're clear about that. | have no
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problemwith that. W'Il try to find sone alternative
way to do it. That still |eaves the question of
whet her there's sonething very close to the advance
directive in a certain area, and that's what Al ex
focused on al so.

PROFESSCR BACKLAR  Right.

CHAIR CH LDRESS: That will have to tie in
nmore closely with what actually occurs in sone areas.

PROFESSCR BACKLAR  And | go back to using the
words that I'mvery confortable with, which is
antici patory pl anni ng.

DR CASSELL: The whole thing is anticipatory.
It seens to ne that we're tal king about two separate
ki nds of people. |If we could separate themout, we
woul d have an advantage. (e has to do with a
psychiatric patient who has a di sease of fluctuating
capacity, and also fluctuating clinical states. That's
not at all unusual in nedicine, even in patients who
have no psychi atric di sorder

They sign up at the begi nning of a research
proj ect and they give consent for the project, and good
consent, and discusses what's going to happen in the

possi bl e stages of the disease.
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They have gi ven consent when they have the
capacity to give that consent, and I don't see any
fundamental difference--1'Il cone to what | think is
one difference in a nonent--between ot her nedica
states and the psychiatric disorders, in which case the
person is not giving prospective consent, they are
gi ving consent and the consent has to specifically
cover that tine when they mght not want it.

However, we al so know that this group of
patients mght not just wish -- when they are confused,
agitated or extrenely upset they mght not sinply not
wish to take part, they mght refuse to take part, and
they have to be protected in both cases.

So we have added in a representative --
advance directive or advance consent. It's consent for
research. If a patient comes onto a research unit in
the agitated state, never has been seen before, that
person does not qualify. They can't give consent.

They shoul dn't be used as a research subject. It
hasn't been di scussed with themwhen they are in a
state when they could discuss what they think is in
their own best interests.

| don't think a prospective aspect applies. |
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think we have to nake clear the consent for research

greater than mninmal risk, requires a full discussion
of what mght occur, and so forth and so on, and al so
the protection which we already had in there.

Then we have this other problemwhere people
who becone pernanently decisionally incapacitated, such
as the denmentias. They are the group that | can -- |
can't think of another group, actually, where pernanent
incapacity is the issue.

There the idea that sonebody nmay say in
advance, | would like to be considered a part of
research, | think that nakes perfect sense al so,
al t hough they, too, may have to be protected by a
representative.

But we're not tal ki ng about advance
directives, really. The nane does matter. | think we
ought to separate those two groups out clearly,
otherwise -- it may be ny confusion, that's why |I'm
saying all this, but otherw se we keep getting around
to that problem As far as this, | agree with Trish,
the people |ike the denentias, they nake a statenent
ahead.

Their care-givers, the people who are taking
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care of them may discuss it with themjust |ike they
di scuss any ot her advanced aspect of their care, which
they should assent to and sign to while they still have
their capacity.

CHAIR CH LDRESS: Let's see if there are a few
nmore conmments around this part of the di scussion.
know Al ex has sonme others to get in as well. But what
we'll dois, after getting nore comrents around this
area we've tal ked about as advance directives, but with
all the inportant qualifications in | anguage and the
situations to which this mght apply, once we've done
that, then we'll get Gary HIlis on on mnimal risk and
then we'll cone back to sone of these.

But anything el se around this particul ar set
of issues? Arturo?

DR BRTO | want to respond to sonething
that Alex said. | agree with nost of what he said,
except at the end, I'mnot sure. | mght have
m sunder st ood sonething, and | want you to clarify it,
that concerns ne a little bit.

Wen we' re tal king about greater than m ni nal
risk, and I'minterested to hear what Gary El lis has to

say about that to clarify it alittle bit for us, but
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their major research has greater than mninal risk
that do not have obvious or imrediate direct benefit to
the patient, but nmay |ater prove useful for that
patient, 10, 20 years down the |line because of the
findings of that study.

What concerns ne is that blanket policy that
does not permt consent for this type of research, even
if it is above greater than mninmal risk, it may
actually prove to cause nore harmin the long run. So
' mnot sure.

Wre you saying that if there is greater than
mninmal risk that there should be a -- and if there is
no direct benefit, it's obvious -- | nean, after all,
it is research so sonetines during the research process
we find what the benefit can be. So are you saying
that your opinion is that there should be no neans for
being able to consent for soneone that can't nake their
own deci sions for that?

MR CAPRON  Well, | think, Arturo, this is
the issue that we're all struggling with and, in part,
is not an enpirical question, as it was bei ng posed
yesterday, but it is a question about which infornation

m ght cause us to refine how we go about it. That is
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to say, how much research are we tal ki ng about, what
kinds of things are at issue here? As a genera
matter, however, | was saying, nore or |ess, what you
heard ne to say and what you may di sagree with.

M/ experience in |ooking at human
experinmentation for the last, alnost, 30 years is that
the history of human experinentation is littered with
victins of good intentions on people's part, too nuch
ent husiasmfor the value of the know edge, the
knowl edge often not really quite as forthcomng, very
often not as beneficial to the people it was supposed
to benefit, and too much willingness -- the nore
di sabl ed the subject is, the nore different the subject
is, to go ahead and do the research and have t hat
t hought that there may be some benefit there override a
sense that this person is just bei ng used.

| nean, | think that there are circunstances,
extrenely noving circunstances, in which a person with
any kind of a disease, nental, physical, whatever,
agrees to take on, on behalf of others, risks.

Soneti nes great advances cone and soneti nes
those are, as the mnd run of science is, they don't

add at that nonent to anything that can be used, but it
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was still a heroic thing for a person faced w th that
to do.

| think that we degrade that choi ce when we
treat as though they are equally extraordinary gifts
frompeopl e the use of other people who haven't nade
that choi ce and who have not said, faced with this,
thisis how!l want ny life to unfold, this is a
sacrifice which I amprepared to nake.

| nean, | think the people who do it, it's a
supererogatory thing to do. It's not a required thing.
VW are not all required to be in science sinply because
we are, in a large sense, the beneficiaries of past
researchers. It's a wonderful inpulse. It's a grand
thing to do that. It's a terrible thing when you do it
under m si npression of what you are doing, but it's a
grand thing to do when you do it --

DR BRTO | want to -- what | heard fromthe
public testinony and fromreading historically what has
gone awy in research in the past, all the atrocious
research endeavors, what | keep hearing over and over
is not so much whether or not there's greater than
mnimal risk, whether or not the type of research

necessarily, but the process in which it was done,
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under deceit, to the person or the person taking care
of that person

In other words, | think that nmaybe if it's not
so much we shouldn't be worried so nuch about -- |
mean, of course we should worry about the risk
i nvol ved, but naybe we shoul d be concentrating a little
bit nore on the informed consent process and not be
worried so much about saying this policy that you can't
i nvol ve sonebody in research -- you could invol ve
sonebody that has a valid representative in research if
it is clearly explained and it is clearly understood
that there may not be a direct benefit to that person.
Once again, therapeutic m sconception, that's the
common problemin research, it is not explai ned whet her
or not you're decisionally inpaired.

MR CAPRON  Well, | agree with just about
everything you' ve said. | guess | just drawthe limt
on the authority of the surrogate to nake a deci sion
whi ch has not been in sone sense al so chosen

Now, we're tal king about these advance
directive sorts of things, we're getting away fromthe
termif we can, but the choice is a generalized choice.

It would not, itself, nmeet the requirenents for
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informed consent but it is sone sort -- what |I'm
| ooking for is some sort of coomtnent fromthat person
to say, I'min Category A rather than Category B.

I'min the category of people who -- I'm
wlling to make a sacrifice. And without that, |'m not
confortable with the surrogate doing that. It just
seens to me -- and | entirely do -- one of the things
you' ve said.

For nost of what we're tal king about, the
i mportant issues are avoi di ng deception, avoiding the
t herapeuti ¢ m sconception, and other things where
peopl e go into sonmething think that they're doing X
when they're really doing Y, because there hasn't been
good conmuni cati on.

| entirely agree, and | think Laurie said this
before and | agree with her about that. W need nore
attention to that issue throughout all our research
stuff and in our docunent still. But there's still
this residual category.

CHAIR CH LDRESS: Ckay. We'll get Laurie,
then let Alex respond, then we'll turn to Gary HIis
and we' Il obviously cone back to these issues.

M5. FLYNNN This has been very, very hel pful,
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| think, and I think we have identified clearly that
box, if you will, in which we have sone concern and
sone difference of view

Just two thoughts. One, | do want to stress
again ny concern that we may want to | ook at, because
of the issues of those who nmay really not be able, by
virtue of their illness, to ever give fully inforned
consent or participate in the ways we would i ke to see
strengthened, | would | ook to surrogacy, particularly
in terns of sonmeone who has durabl e power of attorney
or who is a guardian as sonething to be explored for
research that is a mnor increase over mninal risk,
and this includes a vast array of things |ike PET
scans. These are not intrusive, these are not risky in
the sense that nmany of us nmay be thinking about. ne
needs to ask oursel ves whether our perception of this
and the research enterprise has been unduly skewed by
sonme of the kinds of testinony that we heard.

V¢ did indeed hear, and we need to pay cl ose
attention to, allegations of abuses in psychiatric or
other research. There clearly is a very vul nerabl e
subj ect popul ation here and there clearly have been

si gni ficant abuses.
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But we don't know anything yet about the
scope, the scale, the standard that's out there. W
really may be over-respondi ng and thereby preventing
sone inportant research and the benefits of that
resear ch.

That's why | think there is an enpirical issue
here, as well as perhaps the value of |ooking again at
some work | think the Al zhei ner's peopl e have done,
devel oping nore of a sliding scale, looking at a little
bit nore of a conplex |ayout that increases the
protections and supports for the individuals as the
i ncreases in risk advance.

So | wonder if we mght be hel ped as we think
through this with the different kinds of subject
popul ati ons and the different degrees of risk, which
again, we all need to hear nore from Gary about.

CHAIR CH LDRESS:  Jonat han?

DR MIRENO Could I just point out that the
current framework does permt potentially beneficial
di agnostic studies to be permtted, or consent, if you
will, by alegally authorized representative. PET
scans coul d be beneficial to the subject, insofar as

they are a nonitoring procedure.
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M5. FLYNNN Well, | guess one would need to
di scuss what we nmean when we say di agnostic study. |If
it's diagnostic to the individual --

DR MIRENO  Yes.

M5. FLYNN -- that's not the only way in
whi ch those studies are val uable. Those studies | ook
at the basic interactions going on in nmental disorders
and they may or may not directly benefit that
individual, but they clearly benefit the advance of
know edge about what goes on with --

DR MXRENO Sure. |'ve heard them described
as also a potential benefit to an individual subject.

DR DUVAS. | don't think there's any research
proj ect where anyone knows a priori that it's
definitely going to benefit the subject, because you
don't know, a priori, what the findings are going to
be. So there is no situation in which we can assure
peopl e that they are going to be directly benefitted
fromthis research

| think that in the case of people who have
difficulty or some inpairnment in nmaking decisions where
there is greater than mninal risk, we have to have

appropriate protections.
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V& are di sagreei ng about what those
protections should be, but I worry about using people
in that category because of the very reason that we are
having to spend this tine with this popul ati on: they
have been exploited. And | want to nmake sure that we
have guidelines that will mnimze the possibility of
that type of exploitation.

Now, we know that it happens and we know it's
conti nuing to happen, even anong people who try or who
think that they have nade provisions to protect. So |
don't think that we can be too zealous in our efforts
to inpose sone limts on how human subjects are used,
and under what conditions, for research.

CHAIR CH LDRESS: kay. W'Ill get Trish, and
see if Alex wants to say anything in response, then
we'll turn to Gary.

PROFESSOR BACKLAR | just want to remnd us
about the limts of consent and why we're so eager to
put protections in place with any popul ation.

MR CAPRON  (One further concern, Jonat han,
al so on page 123, where you tal k about one of the other
obj ections to advance directives. Then you go on and

say that it may be necessary for the states, if this
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becane part of regulation, to adopt |egislation. |If
what we are tal king about is something in the category
of a prospective consent, | hope we'll be very clear
that, for sonething of that sort, one really doesn't
need --

DR MXRENO R ght.

MR CAPRON  Yes. And | think that that
doesn't cone through here and it sounds as though that
woul d be a problem |'mgoing to hold ny other
comment s, because we've been trying to get to Gary for
quite a while.

CHAIR CH LDRESS: Al right. Let ne just
mention, what Alex is proposing in terns of sone
detailed alteration, we really need to do this as
individuals now, let's say in the next few weeks. This
report has been a long tine in gestation. W' ve had
di scussions surrounding it.

There are clearly some other things we need to
do in terns of getting additional information, but we
al so need to be working over this draft very, very
carefully, making sure that we get the changes in that
we think are inportant.

Jonathan is putting those in bold, so the next
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time we ook at this we can check and see if A ex has
proposed sonet hing on page 123, that it's been
i ncorporated, and then we can see very quickly, well,
wait a mnute, we don't |like the way that's goi ng.

But we really have to do that, otherw se we
won't be able to bring this to a close. So this is for
future steps or further steps. Let's commt ourselves
to doing that over the next two weeks so we can really
bring this to closure.

DR CASSELL: WII we see any changes as a
result of this neeting before we do that, or will we --

CHAIR CH LDRESS: Ch, | think you should --
no, no. You see, basically, other than the discussion
we' ve had right here we haven't had a | ot of discussion
of the text.

DR CASSELL: It seens like -- you're in
troubl e now,

M5. FLYNN Jim don't -- tried to incorporate
the NNH s group's views. They have not yet been
articulated for us, but | think there was sone
substantial expertise there. A useful review of that
material mght also enrich our --

CHAIR CH LDRESS: Two things. One, is a lot
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of that has already been incorporated. Arturo, D ane,
Trish, 1, Jonathan, and Eric, and Henrietta--did |
catch everyone there--net for a good while after that
conf erence.

Actually, if you go back and | ook at the bold,
particularly in the early parts of this, you will see a
lot of that already reflected. So we did a |ot of
that. However, we will have in a few weeks a fuller
statenent fromthat conference, and we'll want to nake
sure that we've incorporated and attended to what's --

Now, the bottomline was, no further
regulation. W are apparently going to nake sone
recommendations in the area of regulation. Is it
urgent? No. W can hold off.

Ckay. W are glad to welcone Gary Hlis to
help us think about mninmal risk. W're always glad to
have you help us clarify matters. Thank you for

j 0i ni ng us.
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REGULATCORY UNDERSTANDI NG GF M NI VAL RI SK
D scussion: Gary Hlis, Ph.D

DR ELLIS: Thank you, M. Chairman. Good
nor ni ng.

Can | have the slides on, please?

|'mgoing to respond to the question that, you
asked ne to define and describe the regul atory vi ew of
mninmal risk. In order to do that, |I need to give sone
background as to when the termapplies, who applies the
term and you' |l recognize that this is because of the
structure of regulation that we have.

(Showi ng of slides.)

DR ELLIS: So the Federal policy for
protection of human subjects contains the term m ni nal
risk and it is defined, so it applies to 17 gover nnent
departnent and agencies' research portfolios.

(Changi ng of slides.)

DR ELLIS: S mlarly, the regulations of the
Food and Drug Admnistration contain the term It is
defined in the exact same way as the Federal policy for
protection of human subj ects.

(Changi ng of slides.)

DR ELLIS And so the termmninal risk that
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' mgoing to use and define applies to research funded
by any of 17 departnents or agencies, regul ated by the
Food and Drug Admni stration, or voluntarily pledged to
the regul ations of the Department of Health and Hunan
Servi ces.

(Changi ng of slides.)

DR ELLIS: There is no nandate that is
applied to research not conducted by the af orenenti oned
departnents or agencies not regul ated by FDA or not
pl edged to 45 CGFR 46. This is very inportant. You've
heard ne say this before, you' ve seen these slides
before. You heard A ex describe these yesterday. It's
very, very inportant.

(Changi ng of slides.)

DR ELLIS: Mnimal risk nmeans--this is the
regul atory definition--that the probability and
magni tude of harmor disconfort anticipated in the
research are not greater in and of thensel ves than
those ordinarily encountered in daily life, or during
t he performance of routine physical or psychol ogi cal
exam nations or tests. That's the black-and-white
definition and it's been nore or |ess unchanged since

1981. It was changed in a mnor way in 1991.
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Now, who applies this definition? In general,
a quorumof the Institutional Review Board applies this
definition. So in any case, that is at |least three
i ndi vi dual s, which nust include a non-scientist.

So again, mnimal risk is not the judgment of
any one individual, ordinarily, it's the judgment of at
| east three individuals, one of whomnust be a non-
scientist, by regulation, in the donmain of research
that | described. Beyond the domain of research that I
descri bed, none of this necessarily pertains.

Let me stop there and say that | think that in
practice the way that mninmal risk is appliedis, IRB
nmenbers know it when they see it. |'mnot certain that
too many | RB nenbers -- well, | shouldn't specul ate.

VW don't know if IRB nenbers could quote this
definition, we don't knowif they could pull it out on
a | am nated pocket card, but we are confident that they
know mninmal risk when they see it. Perhaps they could
not explain it inthe terns of this definition, but
they bring their good sense to the table and they have
a feel for what is greater than mninal risk.

"Il give you an exanple so this is less

abstract. Let's suppose that you, as |RB nenbers, are
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consi dering a protocol that involves |unbar puncture.
So you may have a visceral reaction and just determ ne
in your mnd that lunbar puncture is greater than
mninmal risk, or you may ask sone questions or seek
information, what are the risks of |unbar puncture
itself.

| think physicians or health care
professionals mght say, well, there's the risk of
infection, there's the risk of nerve danage, there's
the risk of headache fromupsetting the cerebrospi na
fluid, and the extrene risk of paralysis.

G hers who are physicians nay agree or
disagree with that list, but that woul d be a reasonabl e
t hought process for an | RB nenber to go through. Then
there is a judgnent.

So this is a nore sophisticated judgnent than
the first judgnment | described, which was a visceral
response to everything you know, or think you know,
about [ unbar puncture.

Now, you have specific risks of harm or
di sconfort attached to the research procedure and you
make a judgnment as to whether the probability and

magni tude of those four specific harns or disconforts
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are greater than they are in daily life. Let nme go
f orwar d

(Changi ng of slides.)

DR ELLIS: On this slide | have not added to,
nor subtracted from the definition of mninal risk,
|'ve just displayed it in a different way so that we
can work through what the nore sophisticated | RB
nmenbers or anal ysts mght actually work through

Onh the left side of the not greater than side,
it says, "the probability and magni tude of specific
harns or disconforts in the research,” so this is not
abstract.

You are now, as |RB nenbers, considering a
specific research protocol and we can know, or at | east
estimate, what the specific harns or disconforts
conveyed by this research mght be. Then we can
estimate the probability and magni tude of each of those
harns or disconforts.

Then we woul d conpare, and |"'mnoving to the
right side of the equation, and we ask the question, is
the probability and magni tude of these specific harns
or disconforts not greater than the probability and

magni t ude of those specific harns or disconforts in
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daily life or in routine exans or tests?

If you conclude that that probability on the
left is not greater than the probability on the right,

t hen you woul d have sonething -- a proposed research is
not greater than mninal risk

(ne renai ning question on the right side of
the equation. It says, "in daily life," and so you nmay
have the question, in the daily Iife of whon? 1It's not
stated in the regulation. The regulation says just
what it says on the slide, "in daily life."

Now, | knowit's not the daily life of healthy
persons, because that trial balloon was floated in the
1991 rul e maki ng process and the term "heal thy persons”
was explicitly omtted fromthe rule. So this, we
know.

Vell, isit the daily life of patients, is it
the daily life of people who nay be | ess than heal t hy?
(One coul d proceed under that interpretation but it
woul d | ead one to the conclusion that people who are in
harmor disconfort, the patients, can actually be
subjected to greater harmor disconfort than another
ordinary person. And that would be, | submt to you,

an unaccept abl e concl usi on.
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Let me restate that. If you proceed w th that
interpretation and on the right side of the equation
you have the person in extrems, you could do just
about anything to that person and you' d cone to the
al gebraic conclusion that this is not greater than
m ni mal risk because the person is in such bad shape
anyway. That woul d not be a positive conclusion for
the protection of human subjects and research.

So our office prefers to interpret the concept
of daily life as nmeaning the daily life of all people,
whi ch i ncludes the research subjects, which includes
heal t hy peopl e, includes people who are | ess than
heal t hy.

So if you proceed in that manner, you woul d
not ever cone to the conclusion that you can inflict
harns or disconforts on people who are in considerable
harmor disconfort because it's no worse than they are
anyway, and it would be nost protective for human
subj ect s.

So to conclude, | just want to restate what
others around the table have said before ne, using
different words. Mnimal risk is not noderate ri sk,

it's not internediate risk, it's not nediumrisk, it's
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not mdway risk, it's not so-so risk. W take m ni nal
to nmean least, snallest, limted, mnor. Mninmal risk
is just what it neans, mninmal. So this is a narrow

category of research that is, as it says, mninmal risk

I'I'l be glad to answer any questions you nay
have.

CHAI R CH LDRESS: Thanks very nuch, Gary.

Trish?

PROFESSCR BACKLAR  Thank you, Gary. I'ma
little confused. You're saying that this risk is not
experienced by healthy people. Are you saying they're
ordi nary?

DR ELLIS: 1'msaying all people, which
i ncl udes healthy people, |ess than heal thy peopl e,
subj ects of research. That's what |'m saying.

PROFESSCR BACKLAR Al right.

DR ELLIS: | knowthat it's not the daily
life of healthy people. This |I know, because that term
was explicitly omtted after being floated as a trial
bal  oon in 1981.

PRCOFESSCR BACKLAR  Then woul d you say, using
your exanpl e of a lunbar puncture, that this woul d not

be mninmal risk, since nost of us don't experience this
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in our day to day |ives?

DR ELLIS: I think four out of five people
woul d concl ude that |unbar puncture is greater than
mninmal risk. | think there may be a conm ssi oner or
two here who woul d disagree with that. Perhaps not.

PROFESSCR BACKLAR  How woul d you deal with
this then if you' re doing research on sonebody who, for
i nstance, has schi zophrenia and their risks of their
everyday life are far greater than yours and mne. $So
what ki nd of baseline do you have in mnd here, because
it's still alittle bit fuzzy for me in the way you' ve
described it.

| had in mnd that it would be ordinary peopl e
so that if one were going to describe risk of sonebody
in a popul ation, for instance, sonmeone who suffers from
schi zophreni a, right away you woul d be able to -- the
very fact that they're being in research, may be for
themriskier than it would be for you.

DR ELLIS: Let ne answer twice, first in lay
terns and lay | anguage frominstinct. | know that |
can't conme to the conclusion that, because the person
has schi zophrenia and is in worse shape in sonme ways

than the healthy person, that | could do nore to that
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person or with that person than | would with a healthy
person. So | don't think | used any regul atory terns
there and | announced | was speaking in lay terns from
i nstinct.

Now | et ne speak as a regulator. |If | |ook at
this equation and | say, what is the probability of
magni tude of harmor disconfort in the research on the
| eft side of the equation, | suppose | could put the
i ndi vidual with schizophrenia, the prospective subject
wi th schi zophrenia, on the left side of the equation
and say, well, what's the probability of magnitude of
harmor disconfort X, Y or Z for this schizophrenic
patient? That's one way to work that person into this
equat i on.

But I would avoid putting the individual wth
schi zophrenia on the right side of the equation and
saying in the daily life of the schizophrenia, because
that could lead nme to the conclusion that, in ny first
statenent, | found unacceptabl e.

CHAIR CH LDRESS: D ane?

DR SCOIT-JONES: Gary, | have a question
about your reference to the daily life of all people.

That sounds as if the point to which you woul d conpare
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t he person who's a prospective research participant is
an average, and then you are then referring to healthy
persons, aren't you? It seens that in the end the
standard is the healthy person. |If you're saying al
peopl e and then you sonehow t ake an average of al
peopl e, that woul d be a heal thy person.

DR ELLIS: If your assunption is that the
average person is fully healthy, then | woul d di sagree
with your assunption. | think that, if | ook at al
peopl e, that the probability and nagnitude of harm or
disconfort X, Yor Z is real and is neasurable in sone
nunber of those people. So you and I mght be at odds
as to whether, with regard to the probability and
magni tude of specific harns or disconforts, an average
person equal s a heal t hy person.

DR SOOIT-JONES: Well, it seens that the
definition is fraught with problens as long as it
stands the way it is. |Is there the expectation then
that the decision rightfully belongs wth individual
researchers, with specific RBs? Because it seens that
as long as the definition remains this way you wl |
al ways have instances in which you need to discuss

particul ar cases to decide whether there is mninal

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150

65




N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

66
risk, a mnor increase over it, an increase over it.
It seens that there is no way out of the problens that
exist with this definition.

DR ELLIS: Let ne give sonme background again
on the purpose to which this definition, this term is
used in the regulations. You naybe overestinate the
probl emor you nmay be | ooking to the concept of m ninal
risk to add a use to the termfor which it wasn't
i nt ended.

The term"mninmal risk” is used in the Federa
Policy for Protection of Human Subjects, in the comon
rule, essentially for three purposes. ne, as a
cl eaver to decide what can be reviewed by other than a
fully convened IRB. [|'mtal king about an expedited
review process. So that's one inportant use of the
concept of mninmal risk

Research that's greater than mninmal risk not
be found on a list of 10 itens nust be reviewed by the
fully convened IRB. So, as you say, it nust be
di scussed.

Mninmal risk is also used as a cleaver to
deci de what research can proceed w t hout consent. And

mninal risk is also used as a cl eaver to deci de when
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docunentation, a consent form may be omtted. So
those are the three principal uses in the common rul e.

There's another mnor use. One el enent of
i nformed consent says, for research greater than
mninmal risk, certain informati on nust be conveyed to
the subject. But |'ve described the three main uses of
the concept of mnimal risk

If you are | ooking for a cleaver for other
purposes, | guess there's two choices. (ne, is to
redefine mninal risk. 1| don't know that | would
advocate that. The other, is to invent sone new
cl eaver to serve your purpose.

CHAI R CH LDRESS: Al ex.

MR CAPRON | guess ny hope in having you
make the presentation today woul d be that we woul d get
sonme sense of whether there has devel oped a kind of a
common law of this. That is to say, that in the IRB
gui debooks, in I RB educational nmaterials, we have a
fairly rich set of exanples of the sorts of things that
if you were called for your advice and soneone said,
wel |, we have a questionnaire for soneone to fill out,
well, is it a sensitive subject? No, it's not a

sensitive subject. Well, that's an exanpl e of
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sonething that's not --

You' re going to do a needle prick to get a
little blood. Is that? No, that's not. |In other
words, we're going to do venipuncture. Through the
years, all the different kinds of things that are done.
|s there any sense of the way in which that termis
filled out?

| nean, there are nmany terns that the | aw
uses, the reasonabl e person and so forth, that remain
sort of, each case, a nmatter of the decision of the
jury. There are outer limts where judges wll say
that sonmething is, on its face, negligent and no
reasonabl e person woul d have done that.

But the termrenains elastic. There are other
terns which becone terns of art where we have, through
case law and so forth, a sense of where you coul d say,
wel I, what does consi deration nean here or sonet hing.

Wiere are we on this? | guess | was assum ng
that part of your presentation mght be that you coul d
really give us a sense, particularly as it relates to
the kind of inpaired subjects we're tal ki ng about here,
where the mninmal risk line would |ikely be drawn,

recogni zing, as you say, that, strictly speaking, it's
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a decision of the magjority of any IRB. O it nay be,
in sone cases, the IRB admnistrator or I RB chair who
says, | sign off on this, through expedited review,
' mconvinced that it nmeets the mninmal risk

DR ELLIS: Well, | understand the questi on.
| have no slide. | was going to show a blank slide to
illustrate that | have no answer for the question, but
that didn't work.

(Laught er)

MR CAPRON Inportant data showed up on this
slide, sol can't do it.

DR ELLIS: Aex is asking for the frequency
distribution, where we have arrayed ordinary research
procedures that repeat over and over through the years
and around the country, a |labeling on that frequency
distribution of how often an IRB found this to be not
greater than mninmal risk, or greater

That informati on was not sonmething that's ever
been collected, so there is -- let's call it a
folklore. It's not even as formal as the comon | aw
| think that at the extrenes there woul d be 100 percent
agreenent anong | RB nenbers, probably anong

researchers, anong observers, that a needle prick at
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one end, or sonething dramatic at the other, is either
less than mninal risk or greater. In the mddle, IRBs
will come to different judgnments. On lunbar puncture
thought | could split this group, but nobody spoke up.

So the best that we can do as admnistrators
of this large systemis to say, well, we're going to
put the judgnent, under ordinary circunstances, on at
| east three people who are close to and understand the
research site, which neans the researchers, the
expertise, the prevailing values and ethics of the
comunity. That's as far as we've gone, is just to
say, well, we trust that system That's the best that
we can do.

Now, why haven't we collected data on that
system is a good question. W heard before that there
is a general |ack of evaluation of the system Dr.
MKay cane before you in January of 1997 and said he'd
be back in March 1997 with a results of a 191-question
survey, and | for one amstill very anxious to see the
results of that.

MR CAPRON R ght. This wasn't -- let nme be
clear. Inraising this this way, this was not in the

| east a statenent on ny part of remnding us that we
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have so little data about the system

| actually thought that, through your
educational prograns and so forth -- | nmean, you get --
|RBs are not plants that growin the jungle, they are
groups of people who go through processes.

Part of those processes, as you suggest, are
| ocal processes and then part of them are educati onal
processes. So if you have new nenbers of the I RB you
are nore likely to want to have them do an educati ona
programso they get their bearings. And | just
wonder ed what the bearings here were. | thought there
m ght be sonmething at that |level. There was one ot her
thing, but there's not, so |I'mdropping that.

There's one other thing that surprised ne,
what you said, and | may have m sunderstood you. Wen
you were | ooking at the chart that you have up here,
you were asking that the -- you were thinking that the
| RB woul d be conparing the magni tude and probability of
specific harns or disconforts that arose in the
procedure with those sanme |ikelihood -- the probability
and the magni tude of those same things arising in
ordinary life. That surprised me, fromjust ny own

experience wth IRBs over the years, is the sense that
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| had al ways observed what seenmed to nme to be nore of a
trade-off.

That is to say, well, what's the probability
that people fall, break their legs, ski into trees,
whatever it is? | think that that's sort of a
distribution. And those risks of dying unexpectedly,
bei ng i njured unexpectedly, and so forth, are the risks
of daily life.

Now, one may object that, unlike average
incone, it doesn't nmake a | ot of sense to tal k about
those as, what is the average person here, because the
distribution is so dramatic. |It's sort of |ike average
inconme in a country in which there's a very unequal
distribution of income, a lot of very poor people and a
few very rich. |Is the average income $20,000 or shoul d
we really be drawi ng on sonet hi ng el se?

But, | nean, | took that to be sone way in
whi ch we can say, well, what are the probabilities
you' re going to have sone bad thing happen to you? But
not that you woul d specifically have the sane bad
t hi ngs happen to you that you woul d have fromthe
resear ch.

That is to say, what's the probability that
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you wi Il have a headache or be paral yzed, which are the
two major risks of lunbar puncture, but is the kind of
di sconfort generally or the kind of risks generally
there nore than what happens to people, on average, in
ordinary life?

That's what | thought was going on. But you
seemto say, no, it's really, you' re |ooking for these
specific risks and saying, do those happen to the
average person in ordinary life. Dd | understand you
correctly?

DR ELLIS: You understood ne correctly.

MR CAPRON |Is there sone regul atory
expl anation, | mean, some commentary of an official
sort that OPRR or others give to tell people that

that's how they' re supposed to read this?

DR ELLIS: 1've shown this slide severa
times.

(Showi ng slide.)

DR ELLIS: | don't think there's any
comrentary beyond this. | think what you say,

actually, is probably quite true, is that nost IRB
nmenbers, for the right side of the equation, use a nore

vague or a nore grand average of daily life. And I'm

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150

73




N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

74
not di sagreeing with that.

In fact, that was the sense of ny opening
remarks, is that | think nost people sort of apply this
by instinct and never get to this slide at all. But if
we sit down and we try to map out what this bl ack-and-
white letter of the regulations say, |I think you woul d
actually map it the way that | did.

Qoviously, | sat down to map it and | cane up
with that next slide. You may disagree. | think, in
practice, nost | RB nmenbers actually never think that
specifically about the risk of harmor disconfort X Y
or Zindaly life.

MR CAPRON Yes. | nean, the phrase there
"harmor disconfort,” to ne, is different than the
phrase "the harns and the disconforts anticipated in
this research.” Harmand disconfort are |like pain and
suffering, they are broad categories. But, | nmean, I'm
not arguing that your interpretation is wong. Again,
you're in an official position to interpret and I'm
not .

What |'msort of wondering is, what do we
bring in? If we're using that termhere, | hate to use

the termagain, common |aw, but what sort of received
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understanding do we bring in here?

Yours woul d be one which | woul d expect to be
a very influential received understanding, particularly
if it's been reduced to witing, if it's been used in
| RB educational nmaterials and | ectures and so forth,
it's likely to influence the way our | RBs go about
t hei r busi ness.

| mean, in ny own sense, going back to the
Daunel paper, Daunel was -- correct nme on that paper; |
can't remenber. But way back in the tinme of the
Nat i onal Comm ssion, there was a paper published in the
New Engl and Journnal which | ooked at research and argued
that nost research, in fact, does not have greater
risks than ordinary life.

And they were not just |ooking at the
research, the occurrence of specific incidences of
research, and saying, do those things occur. They were
| ooking generally, as | recall the article, at the
risks of ordinary life. They had sone broad statenents
about risks of accidents and so forth.

' ve al ways understood the termto be derived
fromthat source and to reflect that very, as you say,

sort of generalized understandi ng of what are the risks
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and disconforts of ordinary life.

CHAIR CH LDRESS: kay. | have Eric, then
Arturo.

DR CASSELL: | don't want to tie too nuch
into this, but the definition says, "Odinarily
encountered in daily life -- extraordinary -- of a
ri sk, the population we're tal king about now does not
have the usual perception of the world around them
because they are sick.

So our problemis that what we consider to be
an ordinary risk, clinical risk, |like a physica
exam nation, rmay be seen by sonebody who -- our problem
is howto -- outside of themat the sane tine
recogni zing -- so we have a mninal risk category, but
we also try to protect them --

CHAIR CH LDRESS: Gary, did you want to

respond?

DR ELLIS: No.

CHAIR CH LDRESS: Arturo?

DR BRTQO |I've been trying to assist the
debat e t hroughout the hearings. |'mone of those

peopl e who feels that |unbar puncture is really not

much, if at all, mnimal risk if it's done in a correct
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fashion and in the right hands.

Wien you were initially describing the four
different risk factors of doing a |unbar puncture |
t hought your point was going to be that, in ordinary
life, your chances of getting an infection are going to
be greater than in all the lunbar punctures that have
ever been done, in a percentage.

Your chances of getting paral yzed are going to
be greater than all of the people who have ever been
paral yzed secondary to | unbar puncture, even in
research -- especially in research protocols. You
obvi ously nade the ot her point.

So I'mthinking nore of percentages. |'ll
give you an exanpl e of sonmething that is considered
mninmal risk by nost, is venipuncture. They showed in
studies that children that have had veni punctures in
research protocols, by far, suffer |ess psychol ogi ca
consequences of having that veni puncture than those
that had it in clinical circunstances.

So the point thereis, in ordinary life,
somewhere down the line you re going to get your bl ood
drawn, probably. The research, by doing it in a

research protocol, it actually reduces the chance of
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any harm bei ng done.

M/ point here is, and this is what | was
trying to say earlier, that it is so difficult to nake
a bl anket statenment or draw the |ine somewhere of what
is mninmal and what is noderate. |In certain
situations, sonething that appears to be higher than
mnimal risk nmay actually be mnimal risk

| think | heard Laurie say earlier, sonewhere
we have to maybe describe a bit nore in the sense of
gradient and be very careful in not excluding people
fromresearch studies that nmay involve themin what
appears to be sonmething that's greater than m ni nal
risk.

CHAIR CH LDRESS: ( her questions, comrents?

MR CAPRON | don't disagree with that, but I
want to underline one thing that the di scussion has
made clear to ne. Wichis, if we begin noving anay
fromthe standard that we have and the draft as it now
is and we start saying, well, when there is only
mninmal increment to mninmal risk, we are adding on a
vague notion on top of a notion which, as witten here,
| think is alnost incoherent as it is now being applied

and obvious has a utility, and it can be used and is
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used all the tinme by IRBs, but it's not a very fixed
poi nt .

It isn't |ike average incone, the average
househol d i ncone of the United States. Wat we can say
is, that is $28,272, and a noderate increase over that
woul d be $2,000 or less. That's noderate.

DR BRTQO As we begin to draw additiona
categories on sonething that is as vague as this, we're
beginning there -- | would agree with all the comments
yest erday when peopl e were saying don't make too nmany
categories, because we're naki ng categories which are
i ke wet spaghetti. | nean, it's just --

DR BRTO Exactly. So | guess what I'm
saying is, let's not make the categories. | think the
effort should be nore concentrated on the infornmed

consent process and the expl anati on and comuni cati on,

et cetera.

| think it's inpossible to nmake these
categories. | nean, sonebody even nentioned PET scans.
Vel |, soneone el se may say, well, the psychol ogi ca

harmthat can cone fromthat is nuch greater than
m ni mal risk.

So there are just so many interpretati ons you
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can have fromthat, whereas sonebody el se -- you know,
| would consider it no big deal for nyself, but soneone
el se, particularly sonmebody who has a psychiatric
di sorder, may suffer even worse by being put through a
PET scan. So the point is, | think we have to be very
careful not to categorize it so neatly because | don't
think it can be so neatly categori zed.

CHAI R CH LDRESS: D ane, then Jon.

DR SCOIT-JONES. W have a big problemin
getting this report done, because we have a notation on
page 143 from Jonat han that we need to deci de what
we're going to say in this particular report about
mni mal ri sk.

| think we may have a problemthat may be
practically unresolvable if we're required to use the
definition of mninal risk that's there, because it
inplies a quantitative judgnent, as Eric has just
poi nted out to us.

Fromwhat Gary has said, in practice, people
make a qualitative judgnent. That is, they recognize
what mninmal risk is, what greater than mninmal risk is
inanintuitive way, and they're nmaking a qualitative

judgnent that they couldn't quantify if their Iives
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depended on it.

So we're treating this as if we can sonehow
make a quantitative judgnent and tal k about increase
over mninmal risk, a mnor increnment. Those are al
quantitative terns and we are not able to do that.

Also, the notion of daily life in that context
is absurd, given that Anericans' daily lives vary so
dramatically, with sonme people on a daily basis being
exposed to enornous risks, ranging fromgunshots to
being run over by a truck; other people's lives are
nore sheltered and they're nore protected.

So we are just being irresponsible if we say,
well, it's all Anericans' daily |ives, when any person
knows that sone Americans' lives are extraordinarily
poor and other Americans' daily lives are wonderfully
protected and safe.

So | think we have two big problens. One, is
we are junping fromaqualitative to quantitative
judgnents, and the other is that we are inagining that
Aneri cans have sone honogeneous life that is relatively
benign or an ideal life when, in fact, that's not the
case. W need to do sonething about this definition.

CHAIR CH LDRESS: | don't disagree, but we
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have to ask what we can do for purposes of this report.
To do sonmething with it in the larger sense, in terns
of trying to change the common rule or, a nuch sl ower
process, helping to change the interpretation of this
particul ar category in the common rule, | think we w |
all be dead before we finish this report.

DR MRENQ Gary, | sonetinmes wonder what
woul d happen if the definition dropped the first
di sjunct which is the one that everybody al ways tal ks
about, nanely, those ordinarily encountered in daily
life, and only use the second disjunct to the right
side of the -- nanely, the performance of routine
physi cal or psychol ogi cal exam nations or tests.

In other words, part of ny question nmay have
to do with what you understand as a regul ator to be the
nature of the "or." |Is that, first of all, an
exclusive "or" as logicians say, in other words, it's
one or the other but not both, or is it an inclusive
"or," "and/or," as we recognize in ordinary English?
In either case -- well, if it's the forner, then m ght
not | RBs be able to decide which criteria they woul d
like to apply?

It seens to nme, to take the exanple of the LP
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that |unbar punctures mght qualify under the left side
of a disjunct, but probably would not qualify under the
right side. That is to say, | don't think that | unbar
puncture is part of a routine physical exam nation, at
least | don't want to go to a doctor that says it's
routine.

So then ny question is, | guess, several-fold.
How nmuch flexibility -- in your view, do | RBs have in
deci ding which disjunct to apply? Materially, what
woul d be gained or lost if one were to use only the
second di sj unct ?

DR ELLIS: Well, | can answer your question
as a matter of reading the plain English. The clause,
the "or," to use your words, | think, is exclusive,
meaning Aor B, it's not an "and,” it's an "or."

DR MRENQ QOdinary English is usually taken
to be inclusive. So in other words, in order to nake
it --

DR ELLIS: Let ne put it this way. You can
have one or the other.

DR MORENO  But not bot h.

DR ELLIS: You don't need both.

DR SCOIT-JONES: But you coul d have both
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DR ELLIS: You coul d.
DR MRENOQ In ordinary English, usually to
make it exclusive people say either A or B
DR ELLIS: Yes. | read it as "or," not "and,"

because it would say "and" if it was intended to be

"and. "

DR MRENO Well, it would say "and/or."

DR ELLIS: But it doesn't say "and/or," it
says "or."

DR MXRENQ So you consider it to be
excl usi ve.

DR ELLIS: Let ne go back to ny first point.
| think that mninmal risk and greater than mninal risk
is what a mgjority of the quorumof the IRB finds to be
greater than mnimal risk.

MR CAPRON Wiy isn't the I RB adm nistering
-- excuse ne. Into the mcrophone. If you're
dealing with expedited review, isn't that usually
sonething that the chair signs off on? | don't --

DR ELLIS: If you' re dealing with expedited
revi ew, yes.

MR CAPRON Well, that is, in ny good sense,

the major use of it. Yes, if it was occasionally used
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to avoid the docunentation for consent, you're doing a
face to face interview with people in public places
and you don't make themsign a consent form Wy?
Because you' re asking them questi ons whi ch are not
risky to them Qccasionally you do that research

wi t hout any consent at all because you' re doing
observational studies. The nmajor use is expedited
revi ew.

DR ELLIS: | think you' re correct.

MR CAPRON And that can be done because the
chair signs off, it wasn't nore than mninmal risk. |
sign off and | approve it for the IRB. So you don't
need a majority. You could have a single physician,
the chair of the coomttee, |ooks at the | unbar
puncture and says, this is not nore than mninal risk.

DR ELLIS: No, that's incorrect because
| unbar puncture isn't on the list of 10 categories for
expedited --

Let me go back to the nain point, that the
IRB, inits wisdom under certain circunstances a
singl e menber of the IRB, as Alex points out, for
certain procedures that are listed determnes what is

greater than mninmal risk.
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Now, those individuals do that with reference
tothis stated standard and | don't think, in practice,
that there's the level of dissection of this stated
standard that we've just gone through around the table,
in all honesty.

So if you are interested, for a certain
popul ati on of prospective research subjects in creating
a cleaver, is the word |'ve used, to deci de what
research can proceed, what research can proceed under
certain circunstances, you may wi sh to create sonme new
term sonme new definition for that termthat serves
t hat purpose because the purpose of this term as A ex
has described, is nostly to determne what can go
forward for expedited review secondarily, tertiarily,
when consent can be omtted, when docunentation of
consent can be omtted for research that is covered by
the Federal departnents, policy, regul ated by the FDA
or voluntarily pledged. So you still have the issue of
research beyond that.

CHAIR CH LDRESS: Are there any ot her
comrents? | know Trish is waiting to get in.

PROFESSCR BACKLAR Vel |, the problemis, |

see that we can't seemto get away fromthis, indeed,

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150

86




N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

rather relative concept, the way it's dealt with. It's
an interesting idea, Jonathan, that you brought up
about, which side of the "or."

If you went to the physical exam woul d that
be for a healthy person or would it be -- in the sane
box? | think the real problemis that average person
as opposed to the healthy person.

If you had a heal thy person, would that give
us a cl earer baseline through which we could then go
into, depending on the popul ation that you're dealing
with, that sonebody, for instance, again, with
schi zophreni a maybe havi ng a PET scan m ght be nore
difficult than it would be for ne to have a PET scan.

CHAI R CH LDRESS. Rnet augh?

DR DUVAS: | think our dilemma lies in the
tendency to be too specific or totry to go to a higher
| evel of specificity than is possible in situations
such as the ones that we're discussing.

It mght be that what we need to do is to
think in terns of paraneters and general principles.
|'ve said this before. There are sone things that nust
necessarily be left to the judgnent of the people who

are nmaking that decision, and the best that we can do
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is to give themsone guidelines for naking the
deci sion, not to nmake the decision for them Now,
that's one of the points.

The other has to do with the same kind of
thing about the report. | don't think that we are
going to cone to agreenent on all aspects of the
content of the report, but I think we do need to agree
on the basic points that we want the report to reveal.

If we could do that, the nost inportant points
that we want to make in that report, we could conme to a

deci sion on that, then we would have to leave it to the

witer to convey that. | don't think that we coul d get
all mxed up in the context of this because we'll never
finishit.

CHAIR CH LDRESS: Any |ast comments for Gary?

MR CAPRON |I'msynpathetic with the point
that Rhetaugh just nade. This is really one of the
fulcrumissues of this entire report because, and |
sense there is a division, a division which may be
dramatic in the sense that we nmay have an 8-10 vote on
t he Comm ssion, one way or the other, as to whether or
not it nakes sense to say, because of the value of the

research process and the potential findings from
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research, we want to allow research to go ahead wi t hout
the consent of the individual, wth someone else's
consent--1 nean, we are still tal king about other
protections; there would be an IRB reviewing it, there
woul d be sone surrogate deci si on naker--which invol ves
nore than mninmal risk. So it then becones inportant
that we have sone sense of what we're tal king about

t here.

DR BRI TQO But paraneters determned by whon?

DR ELLIS: Wll, it is going to be determ ned
by the IRB. But there are limts to what | RBs can
determne, and there may be -- 1'l|l put it this way.

If we discover there is not a common
understandi ng that within the context of this report we
should go into sonme detail, and the witing we'll | eave
to others, Rhetaugh, | agree, but we should have a
di scussion of the kinds of things that we believe that
termto mean when we use it here, otherw se we haven't
sai d anyt hi ng.

DR SCOIT-JONES: Could I very strongly agree
with what Alex just said? | think we have to deci de,
even if it's no nore than saying that these are

probl ematic, but this is howwe're using the term |
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bel i eve we have to have sone statenent in this report
or what we have said is going to be meani ngl ess.

| think a definition that is |left w de open
allows for the possibility of mschief when that
definition is used in the real world and people are
trying to get a research project under way and stay on
schedul e.

| think we have to aimfor as nuch clarity and
agreenent as we can nuster anong ourselves. | think
this is critical. W cannot just use |anguage to avoid
the probl em of deciding what we need to say.

PROFESSCR BACKLAR R ght. W have to have
sonme kind of baseline that is understood.

DR DUVAS: But you can't exhaust all the
possibilities that would fall under that category.

DR SCOIT-JONES: R ght. | agree.

CHAI R CH LDRESS: Jonat han, then we're goi ng
to nove to a break.

DR MIRENO At the risk of repeating nyself,
this draft attenpts to deal with this probl em by
establ i shing sonme exanples of mninal risk and greater
than mninal risk interventions--not research,

interventions--for these kinds of popul ations.
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The | anguage is on page 146. |It's Nunber 6.
V¢ can tweak that for a while as a group, or
individually, if you like. There is discussion around
pages 90, 91, 92 on this issue. So it doesn't seemto
nme that there is no basis for this discussion in the
current draft.

CHAIR CH LDRESS: And what | would urge is

that we all ook very, very carefully at this and, not

that we'll have a chance to do it thoroughly today, but
deci de exactly how we want to proceed. It nmay well be
that we'll look carefully at this, and a coupl e of

peopl e who have paid a |ot of attention to the debate
about mninmal risk, for exanple, A ex and anyone el se
who would like to join in, mght propose additi onal

| anguage for our consideration.

Bette gets the last comment and we'll take a
br eak.

M5. KRAMER | hate to take the | ast comment,
but | thought it mght be hel pful to the coomttee to
hear from sonebody who is listening to the discussion
for the first tine.

As |'ve listened to you, and having read the

report just recently for the first time, | think that
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92
the reality is that what you're tal ki ng about, just
plain and sinple, does not permt an objective
measur enent .

Therefore, it really becones a question of
trust and, you know, how paranoid do you really want to
be? | think if you believe it's appropriate to be
totally paranoid, then you just don't allow any
research at all to go forward where you can't get a
true inforned consent fromthe potential subject, and
otherwise | think you have to rely on the nature and
the character of the narrative.

And, as | said, having read the report for the
first time, looking at it fresh as opposed to having

reworked it and reworked it, and listening to

di scussions, | really want to conplinent you all on it.
| think it's beautifully witten. | think it expresses
great sensitivity. | think it's a docunent that, in

general, the Comm ssion can really be proud of.
CHAI R CH LDRESS: kay. Thank you, Gary, for
joining us. W appreciate your help. Ckay.
Let's take a 15-mnute break and resune.
(Wrereupon, at 10:00 a.m, the neeting was

recessed.)
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AFTER RECESS
(10:17 a.m)
D SCQUSSI ON CONTI NUES ON RESEARCH W TH DEC SI ONALLY
| MPAI RED SUBJECTS: DRAFT REPCRT

CHAI R CH LDRESS: (kay. Let's get started
again. Ckay. Jonathan wants to say sonet hi ng.

DR MORENQ Just very briefly. | just spoke
a fewmnutes ago to a relevant section of the report
that speaks to attenpting to array exanples of m ni nal
and greater than mninmal risk, is not on pages in the
90s, it's inthe 70s. It starts on page 73 and goes on
for about 8 or 10 pages.

CHAIR CH LDRESS: Let's pick up our discussion
and see if there's anything el se you want to say about
mninmal risk. W've noted that the problens, the
difficulties, in defining it and specifying it. Wat I
woul d urge people to do, since this does play a crucial
role in the docunent as you have it, is actually to
| ook over those pages very, very carefully and let's do
sonme e-mai | exchanges.

| nean, let's really now pick up along the

lines of the cloning report, novenent toward nodifying
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this in a way that can get us to a final draft. Those
who feel particularly strongly about things, let's cone
forward with proposed | anguage and let's nove it.

Now, connected with that, | see Laurie and
Jonat han had a conversati on over the break about
interpretation of benefit. W do concentrate on the
risk side in our discussions, but obviously the benefit
side is also inportant, where we are tal ki ng about the
probability and nmagnitude of benefit parallel to the
probability and nmagnitude of harmor disconfort.

So let's have a few comments about that since
| think their discussion, as | understood it, was
potentially instructive, potentially beneficial to our
group. Laurie or Jonathan?

M5. FLYNN VWell, the comrent that | nade was,
| continue to have real reservations about the
structure that was laid out here in terns of greater
than mninmal risk with no potential benefit, in part,
because ny understandi ng of the concept of potenti al
benefit is pretty direct, pretty imediate, and pretty
readily and likely to happen for the individual who is
the subject of research. That's what | thought our

text was saying and that's ny understandi ng of
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potential direct therapeutic benefit.

Jonathan, | think, has a viewthat is
different and appears to feel that the definition nay
be sonewhat nore elastic and nore broadly applied in
the real world than the way I'mseeing it.

| think it's useful for us to understand, how
is that termdefined, what is neant by potenti al
benefit to the patient? | think we really had no
conversation, no inputs fromthe research comunity or
others, as to howthat termof art is used when | RBs
nmake deci si ons.

CHAI R CH LDRESS: Ckay.

DR MORENQ Laurie has expressed, in essence,
what | said to her during the break. Nanely that,
w thout endorsing this view, ny experience as an | RB
nmenber is that the notion of potentiality is, indeed,
quite elastic and that investigators are given a
relatively large amount of |eeway in identifying what
coul d concei vably be of benefit to the subject,
including even sinply a closer nonitoring of the
subj ect .

In the experience with the early HV studies,

for exanple, this was a very common poi nt that was nade
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by investigators, that potentiality of benefit for
subjects could include sinply getting better health
care. That gives rise to other issues about access to
health care and so forth, but we're putting those aside
for a nonent.

So what | was saying to Laurie was that,
perhaps in practice, nore kinds of studies can be
captured by the concept of potential benefit than one
maght at first think or one mght think is
phi | osophi cal |y i deal

CHAI R CH LDRESS: Jonat han, since | don't have
the docurment fully nenorized at this point, | can't
remenber how well we do it in the docunent.

DR MIRENQ Probably not as well as we ought
to do, because the docunent does try to walk the
strai ght and narrow phil osophical |line that potenti al
benefit ought to be -- a relatively conpelling case
ought to be nmade for potential benefit for the subject.
But what | was saying was that, in practice, the way
this washes out in the real world is that there is nore
breadth given to the concept than is done in the
t ext books.

CHAIR CH LDRESS: Could you take as a task to
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el aborate in appropriate places on that and we'll have
further discussion on it.

G her points to be nade? Let nme, before we --
two ot her things shoul d be nentioned about m ni nal
risk. One, is the FDA has a statenent on mninmal risk
and that sheet will be provided and circulated. So it
wll be sent to the NBAC office and then will be
circulated to us.

Then, second, but we won't pick this up until
Al ex comes back in, there's al so a research project
under way at NBAC in |looking at the literature of
trials involving decision inpaired subjects to
determne, here again with the uncertainti es about
definition, those that involve nore than mninal risk
and then with an effort to | ook at some of the consent
forns related to those research projects. So we'll
want to say nore about that, and both those points are
connected with mninal risk.

DR CASSELL: On the issue of benefits
yest erday when we were having that argunent back and
forth, there is a benefit to people to be treated as
t hough they were normal persons, to be allowed to do

what nornal persons do. To be altruistic. One of the
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things that normal persons do is to be altruistic, and
that that is a benefit.

However, | do not want you to think that I
think that's a benefit under the terns usually meant by
benefit versus risk. The benefits we nean are direct,
usual ly therapeutic benefits, not the benefits of
bel ongi ng to hunmanki nd.

DR MIRENO No. But what we're -- and what
concerned Laurie was not the notion of directness, but
the notion of potentiality. That is the issue that was
of great concern to Laurie, and how the |ikelihood of
benefits that mght accrue to being in a study -- if
there's 100 percent |ikelihood of feeling altruistic, I
suppose, though | agree with you, that's not what |
woul d, as a professor of nedical ethics, consider to be
a direct benefit of being in a study.

What Laurie was concerned about was the
l'i kelihood that this diagnostic test or this
therapeutic intervention that was bei ng exam ned woul d
be of direct benefit to me as a subject.

CHAIR CH LDRESS: | thought it went beyond
that, that this mght well produce sonething that woul d

be of benefit to me as a subject and not sinply limted
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to-- if we go the direction you' re going in, Jonathan,
it seens to ne then that brings it nmuch nore clearly
under what we would ordinarily think about using as
tradi tional |anguage, that we' ve gone beyond the
therapeutic trials.

But | would take it that Laurie is |ooking at
the review that, even in what we tend to think about as
non-therapeutic trials, a possibility of devel opi ng
sonet hing that woul d be beneficial should be included
on the benefits side. Laurie, am| m sunderstandi ng?

DR MIRENQ That's an accurate description of
her thinking, just to be clear. Wat | was sayi ng was
that in the real world ny experience is that nmuch of
what you and | sitting around an academ c sem nar table
m ght think of as non-therapeutic is often construed as
havi ng benefit, not just the psychol ogi cal benefits,
but bei ng observed by good doctors and nurses as part
of the study mght accrue to your well-being -- your
nmedi cal wel | - bei ng.

M5. FLYNNN Again, | was focusing on many of
t he kinds of basic neuroscience studies that are not
i ntended or designed to provide i mredi ate therapeutic

benefit that are | ooking at the underlying etiol ogy and
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process of disorder. There's no imedi ate |ikelihood
that ny clinical condition, if | ama subject, is going
to be enhanced. So | would agree with all of these
di scussions through the very narrow definition of
benefit.

DR MXRENQ By the way, also in the real
world I"msure you' ve all seen on consent forns --
often one sees a consent formas a statenment. Cne of
the benefits to you for being in this study is being
nore cl osely nonitored, having your condition nore
closely nonitored. Many people woul d consider that to
be a potential benefit.

CHAIR CH LDRESS: As we approach this and
t hi nk about the revision of the docunent, one has to
worry about excessive elasticity at this point.

D ane, then Trish.

DR DUVAS: But know ng about that elasticity
just increases ny resolve that people for whomthe risk
is conceived to be greater than mnimal shoul d not be
included in research projects. There's another point
here, too. That is --

DR MORENQ Just to be clear, you mnean,

shoul d not be included in research projects wthout
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their consent or --

DR DUVAS: Wthout their consent.

DR MIRENQ -- without some anal ogous
pr ocess.

DR DUVAS: Wthout their consent.

DR MIRENO Wuuld you permt legally
aut hori zed representati ves to nake --

DR DUVAS. Yes. There would be exceptions.
Yes, of course. But | think a general rule --

DR MXRENO Because that's the framework
ri ght now.

DR DUVAS: The general rule is that people
shoul d be infornmed about the research. W shoul d nmake
every effort to nmake sure that they understand what
they're consenting to in that process. Now, if there
is sone reason why that can't be obtained through the
regul ar process, then the conditions under which there
woul d be exceptions shoul d be defi ned.

But there is also a nmention in the docunent
about benefits accruing not only to that individual,
but to the population. | don't know whether we want to
deal with that or not. |If the benefit is to the

popul ati on for which the person bel ongs, are we
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interpreting that to be a benefit to the individual ? |
think that distinction needs to be nade.

DR MRENO | think we're quite clear that
that is not considered to be a benefit to the
i ndi vi dual .

DR DUVAS. As long as we're tal king about
potential or likelihood, I'"'mconfortable. | don't
t hi nk we can prom se anythi ng nore.

CHAIR CH LDRESS: D ane, then Trish.

DR SCOIT-JONES: | was just trying to look in
the draft, Jonathan, to | ook back and revi ew where you
tal ked about benefit and what it neans. | amj ust
trying to see howfar we're going to go with this
notion of quantitative judgnents because we're sort of
suggesti ng sonehow t hat you bal ance the benefits
against the risk and that you have sone favorable ratio
of benefits to risks.

| don't knowif we want to do nore in that
regard than we've already done, and |I'mnot sure that
that was the point of the comrent that maybe there are
nore benefits than we' ve acknow edged in nost research
proj ects.

Is that the point, so that somehow the
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benefits side will have nore points onit in relation
tothe risk side; is that the thrust of the coments?

CHAIR CH LDRESS: Well, first of all, we've
just not | ooked at the benefits side. If we're going
to include the benefit/risk ratio in the determnation
we at | east need to say sonething about it.

But, second, there was al so a question
about --

DR SCOIT-JONES: There's quite a lot of it.

CHAIR CH LDRESS: That is in our discussion.

DR DUVAS. Ch. Ckay.

CHAIR CH LDRESS: CQur discussion is focused
only on the risk part. Then there's the question about
whet her it can be defined narrowy or broadly.

But | think -- either risk or benefit, it
can't be purely quantitative because there is the
qualitative elenment that enters in in even defining
sonething as a harmor disconfort, et cetera. So it's
going to be nuch nore conplicated, even if thereis a
quantitative sign

CHAIR CH LDRESS: Trish, then Rhetaugh. |'m
sorry. D ane, first. Sorry.

DR SCOIT-JONES. | was just going to say,
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here is already at |east acknow edgenent of persons
saying that there are indirect benefits, such as
di version fromroutine, the opportunity to neet with
ot her people, to feel useful and hel pful, greater
access provided to professional care and support. |
think we've done a lot already to acknow edge these.

CHAIR CH LDRESS: Well, the point was, not in
our di scussi on.

DR SCOIT-JONES: (h. kay.

CHAI R CH LDRESS: Qur discussion here. Wat
we need to do is identify, since we don't have a | ot of
tinme, areas that we want to go back and now | ook at the
report and nmake sure that the report does what we want
it to do, and then Alex and Eric can just cone in.

Then really take a Dali-like approach to this,
nanely, over and through e-nail and faxes over the next
several weeks, really push forward areas where we want
to make the kind of revisions so that we can cone up
with a draft that we can really go through very
carefully and see whether that reflects what we, as a
subcommttee and as a Conm ssion, want to hol d.

| have Trish, and then Rhetaugh

PROFESSCR BACKLAR | want to back up -- very
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important when we go to this. W knowthere's
potential benefits, just as we know there's risk of
harm There is that bal ance going on there. 1 also
want to reiterate the subjective aspects of these
personal benefits are hard to quantify. The other
thing which | really actually believe we have in the
report, that sone of these benefits which Laurie is

al luding to cone about because the actual care for nany
of these people is inadequate.

Sone peopl e cone into these protocols in order
to get sonething they just don't get outside, just |ike
peopl e do who have AIDS. There are all Kkinds of
research protocols going on with different diseases
where this occurs.

CHAIR CH LDRESS: W'|| take Rhetaugh's
comrent, then we'll turn to the issue | raised about
the research project on mnimal risk research that the
NBAC staff is conducting.

DR DUVAS: Wiat I1'd like to do is share with
the group what 1've said to sone individuals, and that
is that we need to give greater attention to issues of
the characteristics or the constellation of |IRBs

because you can't quantify the factors that are
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i nportant to consider.

Utinmately, the people who sit on the | RBs
will have to nake judgnents. W need to think very
careful | y about, as best we can, how those boards
shoul d be constellated to get the kind of judgnents
that we believe that they need to nake.

CHAIR CH LDRESS: Al ex, if you'll make your
comrent, we want to then tal k about the research.

MR CAPRON  Yes. | want to follow up
directly on what Rhetaugh just said, because | was j ust
having a conversation with Gary Hlis and | think it
woul d be useful for Jonathan to take a | ook at the
| anguage about the special conposition | RBs when
they're dealing with research having to do with
prisoners because, as Rhetaugh has enphasi zed,
particularly when we're dealing with these vague
standards, nenbership is going to be inportant.

Wt hout having to get into the whol e subj ect
of how adequate I RBs overall are and what their
conposition is and their education, certainly an
enphasi s on a nenbership that woul d have a
representative of the rel evant patient popul ations that

woul d be perhaps nore heavily bal anced towards | ay
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peopl e and outsiders rather than fell ow researchers and
physi ci ans, or physician researchers -- for this, would
be a way of giving us sone confort that the process
beyond the consent issue, which is so difficult for us,
is adequate to the particular needs of this popul ation
where we have a history.

| want to just put on the table sonething.
After our last neeting, | was sent a consent formfor
one of the studies of people who testified. | thought
the testinony had been very interesting in enphasizing
the quality of the consent process, and so forth.

The consent formdidn't cone up to that
standard. | wote the investigator asking for sone
clarification because | was afraid | was
m sunder st andi ng what was represented in the form

The staff is now engaged in the project of
| ooking at studies in this area that seek to invol ve
nore than mninal risk and where there are questions
about the subjects being exposed to risk w thout real
consent, and so forth.

VW'll be following up to try to get some nore
consent forns to see whether they could usefully

address that aspect of the issue, because | agree with
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what many peopl e have said about the inportance of
consent here.

VW all recognize that the consent formis not
equi valent to the consent, but certainly a consent form
which itself has problens is not likely to be well
remedi ed by aspects of nany undefined -- about that. |
mean, that's what the UCLA people said. Wll, yes, the
formwas no good, but we had a conversation in which
all this cane out.

| think that the concern about the menbership
of the IRBis one way of addressing that because |
think the nore disinterested | RB woul d have | ooked at
the formthat | saw and said, wait a second, what does
this nean, why are we saying this, is this accurate, is
this conveying what's really at issue here? So perhaps
we can address it and perhaps you coul d get sone ideas
fromother areas of the regul ations that already
speci fy speci al make-up.

DR MRENQ Could | just -- | want to make
sure that | have good gui dance right now fromcommttee
menbers. Al ex, are you suggesting that | should draft
further recommrendations to the effect that not only the

di scretionary authority that the I RB now has to add
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consul tants and other nenbers for specific studies
i nvol ving vul nerabl e or special popul ations, but that
t hose ought to be required for certain kinds of
st udi es?

MR CAPRON  Yes.

DR MRENQ Ckay. | just want to predict
that people will raise questions about the inpact of
that requirenent on the capacity of institutions to do
studies with these popul ations. | can hear sone fol ks
whi spering in ny ear, perhaps not in this room that
the anal ogy to prison studies would constitute a
significant drag on the ability to do research with
t hese popul ations. Now, as a draftsperson |I'monly
pointing this out to you. |'mtrying to anticipate an
issue that this will --

MR CAPRON Al protections of human subjects
are a drag on the ability to do research

DR MRENQ Yes. But when we're talking
about prison research we're tal king about a relatively
hi gh threshol d, as you know better than |. That is,
again, sonmething that this body needs to consider. 1'd
be happy to draft the | anguage --

MR CAPRON Wiy don't you draft something and
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we'll consider it when we have a draft.

DR MXERENQ Ckay.

M5. FLYNNN Let ne just ask a question,
because | feel very strongly about this. And I
appreci ate very much your comrents, Rhetaugh and Al ex.

M/ organi zati on several years ago drafted a
policy that specifically requests guidance to I RBs who
do review a great deal of psychiatric research, that
t hey have as nenbers of the IRB no fewer than two
representatives of the subject population and that |RBs
who do not routinely reviewthis research have an
affirmative obligation to bring on as consultants not
only experts who are physicians and researchers, but
t hose who represent the comunity who are the subject
popul ation. | guess |I'mnot clear what the burden is.

DR MXRENQ That | anguage that you just used
doesn't vary greatly at all fromwhat is currently at
the discretion of the IRB. Wuat | heard A ex
suggesting was that sonething al ong these |ines, sone
proportion of the IRB, not only nenbership, but a
further question is, should they actually be present
for the discussion of that study. Very often these

folks, as we all know, don't show up

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150




N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

111

By these fol ks, | mean, community menbers have
a hard tinme attending, very often. So it's not only a
matter of having themas nenbers on a piece of paper,
but al so having themactually sign off on the study.

M5. FLYNNL Yes. Yes. Yes. Absolutely.

DR MRENQ Ckay. That hel ps ne.

DR DUVAS. | feel very strongly that our best
bet for getting change is through the IRB. If people
in our communities don't show up at IRBs, we need to
understand why. In sone comunities they do and they
are very active. |It's not confortable for the
scientists.

Most often, the groups have nore scientists
than other nenbers. So if you' ve got one community
nmenber and they feel overwhel ned at not having a voi ce,
| can see why they don't come. But we need to change
t hat .

Vell, | don't think | need to say anything
nore about that because the assunption in the past has
been that the IRBis a scientific evaluative commttee
so it should be conprised of people who are involved in
research and who have a commtnent to the devel oprment

of sci ence.
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| think that that is only partially true, that
it should al so include peopl e who have sone interest in
the general welfare of those who are being involved in
this process.

CHAIR CH LDRESS: (kay. Let me Eric to cone
in. Aex has to |l eave shortly, right? Wuld you like
to comrent on the research project?

MR MESLIN Sure. [I'Il just be brief about
this and tell you where we are. A couple of stand-back
are with us now and we can benefit fromany input that
t he comm ssi oners have.

Followi ng the | ast meeting when Al ex had
expressed sone interest in staff pursuing this we
engaged in a nunber of search strategies, inductive
search strategies, designed to identify those projects
published in the peer review literature that seened to
meet this generalized concern of studies that involved
greater than mnimal risk for which not only the
consent formor consent process mght be an interesting
i ndi cator of whether or not protection was adequat e,
but al so nore substantively whether or not the research
design itself raised any particul ar ethical questions.

So what we are now in the process of doing--
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and it's a very internmedi ate process, there's nothing
to present to you today--is we've identified probably
several hundred abstracts that seemto neet this
general threshold of concern.

V¢ woul d | ove to hear maybe a bit nore comment
fromcomm ssioners as to what they would really like to
see, because the next step in this process is to
contact the investigators, identified obviously by
aut horshi p on the papers, and ask whether they woul dn't
be prepared to share with us a copy of both protoco
and consent form This will serve a couple of, I
t hi nk, very useful purposes.

(Ohe, since this isn't an investigation into
unet hi cal practices but nerely an effort to understand
what the nature of this research activity is, it would,
| think, neet our public obligation at the very | east,
but it would neet, | think, the nore substantive
obligation to understand just what is going on.

Now, we realize that the publication of a
study is not identical with our ability to understand
all of the nuances of what goes on in the preparation
of a protocol and how consent forns in the process

m ght be carried out.
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At this point, that is what our strategy is
and we woul d hope to be able to conplete a sumati ve,

if not formative, analysis of that within the next few

weeks.

CHAI R CH LDRESS: Any comments on that?

(No response)

CHAIR CH LDRESS: (ne other thing, before A ex
| eaves, 1'd love for us to decide, and that is whether

we want to nmeet in February.

MR CAPRON  Well, I"'mnot clear from
yesterday's discussion we didn't conme away with the
inpression that, if we're dealing with a topic in Los
Angel es the next neeting, we ought to all be dealing
with that.

So if the Tissues Report is in a position
where it ought to be discussed, | would hope we don't
have Ti ssues or Genetic Subcommttee neetings in which
the rest of us would then conme in and be presented
again with sonmething which would require, for Cenetic
Subcomm ttee people, to go over that ground again and
either feel frustrated that we're all so naive and
unsophi sticated or that they' ve gone off in a direction

whi ch others are not happy with.
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Li kewi se, | woul d hope we don't go much
further on this report. W had sone good feedback from
the ot her comm ssioners yesterday and it hel ped to nake
clear for us areas where the report needs to be worked
on. But fromnowon in, aren't we thinking that we're
going to be neeting as a coomttee of the Conm ssion
instead as of a couple of subcommttees?

If so, Eric, Jim | nean, it's really a nmatter
of saying, how nmuch are we going to have from our
various work products that are ready for further
di scussion to be mailed out two weeks fromnow, which
is really what you' re talking about if you' re going to
have a useful discussion.

So part of the agenda nmay be this report and
part of the agenda may be the Tissues Report, and the
Federal Agencies Report, and whatever.

CHAIR CHLDRESS. |I'mquite open on this. |
under stood fromthe discussion that evol ved that the
Cenetics Subconmmttee felt the need to neet in February
to nove their report.

MR CAPRON  |I'mjust saying, we shouldn't |et
t hem meet by thensel ves.

PROFESSCR BACKLAR R ght. | second that.
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MR MESLIN Sounds like we're going to L. A
in February. You will be hounded for your cal endar
availability, since we are currently trying to secure
two dates in February. The two dates being either
February 5, 6 or 6, 7, and not everyone has responded
to that yet.

It woul d be very hel pful, since the Genetics
Subcommttee knows what it will be able to get
acconpl i shed within the next couple of weeks, i.e.,
wi thin the next two weeks so that docunents can be
circulated in nore than sufficient time for al
comm ssioners to receive and think about them it is
not an entirely revised Stored Tissue Report, it is
sone specific aspects of that report that will be
required for a focused di scussion.

It would be very hel pful if this subcommttee
coul d al so nake the same kind of request of staff, or
of Jonathan with us, for what it specifically wants to
have on the agenda for the February neeting.

CHAIR CH LDRESS: Could I throw out sone
possibilities?

MR MESLIN Pl ease.

CHAIR CHLDRESS: (One, is we've had sone
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things identified that we need to work through. Some
of those having to do with mninal risk and benefit,
for instance, can be -- the addition of -- materials
that we've not tal ked about .

Basically | would say our discussion with the
whol e Coom ssion did not tal k about the report. W
only focused on a couple of recomrendations. So |I'm
not at all concerned about not having sonmething to do.
| think we could have a very profitable discussion with
t he whol e Comm ssi on about this report.

That, at least, is ny sense. | don't know
what others feel. W should really go through it and
think it through, with the changes that wll be nade
al so. But not that we have to have nade every single
change we think would be inportant at this point.

DR CASSELL: And in these two weeks we'll be
doi ng back and forth. The two weeks before our
docunment has to be produced we'll be goi ng back and
forth on e-nail.

CHAIR CH LDRESS: | shoul d hope so, if people
are willing to coomt to that. | think we could have a
docunent that would be just a step or two short. But

we have to obviously get the whole Comm ssion's
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agreenent on certain kinds of things, and sone of that
wll cone in February.

DR MXRENQ | just need to be clear, Jim on
what we can do and what | can hunmanly do in the next
two weeks. Is your theory that the whol e Comm ssion
wll be working fromthe current draft?

CHAI R CH LDRESS: The current draft as
nodi fi ed, which would include any material -- any
changes we can nake in the discussion of mninal risk
et cetera -- the recommendati ons based on the
di scussi on yesterday and today, doing the kinds of --
maki ng the kinds of changes that we're commtting
oursel ves to working on over the next several days and
exchangi ng on e-nmail .

DR MXRENQ | can certainly nake sone headway
in nodifying the current draft. | ama little
concerned, though, that there will be confusion if I
nmake -- sone of the nodifications are substantive,
quite substantive, and that the full conmmttee wll
then be at a disadvantage in not being able to keep
straight which is --

MR CAPRON Do a cover neno. Just do a --

DR MXRENQ Yes. Wat |'ve done, and so
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forth.

MR CAPRON Read these pages for that, and
this is newmaterial and very -- and we're all --
discussing it for the first tinme.

DR SOOIT-JONES: Could | add to that that
Jonat han al ready did sonme of that by noting points,

i ke on page 143 and 144, issues we would need to
di scuss, things that are not in the draft.

| think doing that type of thing, and al so
bol ding the additions so we woul d know t he things that
had al ready been done in response to previous concerns.
| think all those kinds of things hel ped us to be able
to --

CHAIR CH LDRESS: | agree. And we are goi ng
to have to have a discussion wth the whol e Conm ssi on
on this docunent. | should note that the outside
critics have had less to say about--and interna
critics--about the first several chapters. It's really
only at the end where nost of the probl ens have cone,
but we need to think about how all the things
integrate. So | think we really need to have that
study -- having that with these nodifications in

February, if that would be suitable for --
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PROFESSCR BACKLAR | think the Cenetics
Commttee is going to be very interested and very
involved in the discussion -- same issues.

DR SCOIT-JONES: | think, in addition to the
cover neno, Jonathan, or | guess any one of us, perhaps
you, Jim could lay out for the whol e Corm ssi on what
these issues are -- in addition to their having them
pointed out in the actual draft, because |I think the
di scussion mght be nore productive nowif it's really
focused and not so wi de-rangi ng.

CHAIR CH LDRESS: | agree. Jonathan, Eric and
| will take the lead on that, but we'll circul ate
materials to you to review, that is, what we are goi ng
to propose al ong these |ines.

DR CASSELL: Just for clarification -- not
maki ng any changes in the hard copy before -- e-mail --

CHAIR CH LDRESS: W need to set a cl osing
date for this. Let's look at the cal endar and see
exactly when NBAC needs to send out --

MR MESLIN My | make a suggestion, at the
ri sk of hel pi ng Jonat han organi ze his work schedul e.
You all have his draft fromtoday. | don't know

whet her everyone has gi ven Jonat han any comrents,
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witten or otherw se, based on that text. |If you are
intending to do so, please do that as soon as possi bl e.

If you are al so going to be providing
additional materials based on the sort of homework
assignnents that seemto be comng out, please do that
within the next week, i.e., within seven days.

DR CASSELL: W are using as our baseline
draft of Decenber 22, 1997.

MR MESLIN Correct.

DR CASSELL: Unchanged, at |east until that
week i s past.

MR MESLIN Correct. It would be staff's
hope - -

DR CASSELL: The baseline draft is this draft
until seven nore days.

MR MESLIN Yes. Rght. And it would be
staff's hope that two weeks prior to the ful
Comm ssion neeting, or sonetime in the week of -- |I'm
just guessing here --

DR CASSELL: The 19th. | believe the 19th.

MR MESLIN  Thank you. The 19th of January.
Ve will be sending out the briefing books or have the

briefi ng books being prepared with these revised
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materials, giving the full Conmssion at |east, and
hopeful |y, two weeks with directions for how to nmake
their way through the materials, cover nenos, et
cetera, for what needs to be focused on.

| nean, |'mpleased to say that with sone of
our additional staffing nowthat's sonething that we
can do nmuch nore efficiently, and that you will cone to
the Los Angel es neeting prepared to di scuss those itens
identified in that cover neno. The full GComm ssion
will receive all materials fromthis point forward.

s that what seens reasonabl e?

CHAIR CH LDRESS: Any dissent to that?

(No response)

MR MESLIN This is a good tine to tal k about
t he dat es.

CHAI R CH LDRESS: Ckay.

M5. HYATT-KNCRR  The only other issue | would
like toraise is a very sinple one, nanely, which date
woul d you like to pick. The 5th and 6th woul d be
Thur sday/ Fri day, the 6th and 7th woul d be
Friday/ Saturday. W have all agreed on the 6th
al ready, the question is just, which day would you |ike

to add at one end or the other for yoursel ves.
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DR CASSELL: Wuld we have to start first
thing in the nmorning on Thursday if we started on the
5t h?

CHAIR CH LDRESS: Could we start early
afternoon? | think that would be hel pful for --

DR CASSELL: W can travel out. You want to
use the Thursday to get out there anyway. It's just a
question of getting an earlier flight.

DR SOOIT-JONES: | can't. 1'd have to do it
Friday and Saturday. | teach on Thursday.

CHAI R CH LDRESS: Friday and Saturday.

M5. HYATT-KNORR  Thursday and Fri day.

PROFESSCR BACKLAR It doesn't matter to ne
ei t her way.

DR CASSELL: Thursday/ Friday.

MR MESLIN Wiat we will likely have to do,
is we will have to take one final poll with the rest of
the Genetics Subcommittee nmenbers as well, and we'll
have to nmake a decision that allows everyone to
obvi ously be there on the 6th, which will end up being
a full day. Sone will be able to conme for the half
day, which may turn out to be the way we do this,

either on the 5th or on the 7th.
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So | hope you will appreciate that as we're
noving into this new arrangenent towards ful
Comm ssion neetings wth everyone participating, that
every effort will be made to attend as nmuch of the
meeting as possi bl e.

VW realize that this is difficult, and we're
maki ng these dates on the fly with previously existing
coomtnents for your day jobs already in place.
Hopeful |y by February forward, we will be able to
schedul e the rest of the Conm ssion neetings along the
lines that we had di scussed in the planning bucket
yesterday. So no one should take it personally if your
preferred dates are not the dates that the Comm ssion
wll be neeting in Los Angel es.

CHAIR CH LDRESS: But it sounds as though
everyone can nake the date that had been previously
scheduled, and that's very inportant. Ckay.

Any ot her discussion of what we need to do on
the report, because it's al nost 11:00.

(No response)

CHAIR CH LDRESS: V¢ do have two peopl e who
have indicated that they would Iike to offer public

testinmony. |If anyone else is interested in doing so,
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if you would indicate to a nenber of the staff.

Jack Schwartz and Bill Freeman, could you wait
until after the public testinony? W only have two
peopl e who are planning to testify, we can go ahead and
do that since we planned to do that at 11:00, if that
will be all right. Ckay.

First, is there anything el se we need to say
about how we're going to proceed on the draft report?
| think we may have covered everything we need to. But
let's plan to be active and revive the e-nmail exchange
program and nove very quickly on this. Al right.

| know sone are having to | eave, Alex in
particular. Let me just thank everyone at this point
for being here and for a productive day and a half.

The first person presenting in public
testinmony is M. John Cavanaugh- O Keeffe, who needs no
further introduction. He is with the Amrerican
Bi oet hi cs Advi sory Comm tt ee.

And you know there's a five-mnute rule, I'm

sure.
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STATEMENTS BY THE PUBLI C
Statenent by: Dr. John Cavanaugh- O Keeffe
Anerican Bioethics Advisory Commttee
DR CAVANAUGH O KEEFE: Got it. Yes. Thank
you very much, Doctor. | wanted to issue an

invitation, with a quick preanble.
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| was very much intrigued by Dr. Rhetaugh
Dunmas' question yesterday, or challenge to the
Comm ssion, why is it that it's so difficult? Wuat are
the underlying issues? As we |ook at protection of
human subjects, is there sonething that's not on the
tabl e?

Wy is it that this, which appears to be
sinple, in fact, becones radically conplicated very
quickly? It did seemto ne that at |east one of the
underlying issues is the issue that M. Kraner
nmentioned this norning, and that's the question of
trust or lack of trust.

What cane to mnd for nme was the issue of
spina bifida research. During the second Wrld Wr,
spina bifida nearly disappeared in Geat Britain, but
for the next 50 years researchers | ooked for the
genetic predisposition for it.

Alnmost all, 99 percent of research on spina
bifida fromWrld War Il until about two years ago, was
a conplete, total waste of time. Nearly everybody who
was born with spina bifida, or 90 percent, after Wrld
War Il need not have been born with that condition.

| f anybody had | ooked at what happened 50
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years ago, what they would have found is that it can't
be a genetic predisposition if it disappeared during a
war .

What happened in Britain? It was only fairly
recently that people | ooked at that and realized that,
during the war, the British were on rationing and were
eati ng governnent - made bread which had Vitamn A added.
That need not have waited 50 years.

| think that it is fair for people to be
extrenely angry at a research establishnent which, for
50 years, ignored a cure that was staring themin the
face. So | think that the question of trust is the
underlying issue that Dr. Dumas was | ooking for.

Responding in a tiny way to that, | wanted to
issue an invitation. That is that on January 23 there
is aPro-Life college group fromthe mdwest that wll
be sponsoring a protest in front of the offices of the
Nat i onal Bi oethics Advisory Comm ssion dealing with the
i ssue of hurman cl oni ng.

They've invited ne to cone speak there, and |
said that | would. But | would also really urge that
anybody fromthe Comm ssion who would |ike to cone out

and talk with these folks, I'd really urge you to cone
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out and do so. | think that they woul d make room f or
you on the program if you wi shed to do that.

But whether you want to speak or just |isten,
I'd really urge you to respond in sone kind of way.

Doctor, thank you very much.

CHAIR CH LDRESS: Are there any questi ons,
conmment s?

(No response)

CHAI R CH LDRESS: Just a question for
clarification. The focus of the protest would be the
report or --

DR CAVANAUGH O KEEFE:  The issue of human
cloning, responding, | think, to the NBAC s Human
d oni ng Report.

CHAIR CH LDRESS: And you say that's going to
be held --

DR CAVANAUGH O KEEFE: That will be January
23. It's in conjunction with the Rowe v. \Wade protest
of January 22. This will be the next day.

CHAI R CH LDRESS: Any questions on this?

(No response)

CHAIR CH LDRESS: Al right. Thank you very

much.
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And Dr. David Shore of the Nati onal

Heal t h.
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STATEMENTS BY THE PUBLI C
Statenent of: Dr. David Shore
National Institute of Mental Health

DR SHCORE: (Good norning. |'mhere
representing the NNMH taking the place of Rex Cal gary,
who has noved on to try and serve as a |iaison between
the clinical research community and the private sector
perhaps noving froma difficult job to an i npossibl e
one. W shall see.

| just wanted to nake four brief comrents, and
"Il try to stay within the five mnutes. First of
all, | wanted to let you know that the intramura
research programat N M has finished their
investigation of some of the allegations that were
presented to this group previously and that we have, as
you call it, a penultimate draft that we have delivered
to Dr. Childress conveying a nunber of action itens.
If there are questions about those as you | ook at them
pl ease let us know and we will try and clarify any of
t hose i ssues.

The second point | wanted to nention was that,

as you heard, Decenber 2nd and 3rd of this year we did
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have a trans-N H panel neet to discuss sone of these
sanme clinically relevant issues in research involving
those with questionabl e capacity, uncertain capacity.
VW' ve certainly gone back and forth on the title
several tinmes as well.

This panel report is in draft at present. It
is circulating to menbers of the NH community and
shoul d go out to nmenbers of the panel this com ng week.
VW woul d hope to have it available for you by the end
of this nonth.

| can tell you that it will focus on gui dance
for IRBs, the idea that there are already provisions in
Federal regulations that permt additional safeguards
for certain populations in situations in which there
m ght be increased risk, and we are going to try to
nmake sone cl ear recommendati ons as to how | RBs m ght
best take advantage of those additional safeguards.

So if | can just say that perhaps we're not so
much anti-legislation or anti-new regulation as we
would Ii ke to take advantage of sone of the saf eguards
and protections that currently exi st and may be perhaps
under - appreci ated by sone of the |ocal |RBs.

The third point, is that we did have sone
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concerns with the Novenber 1997 draft. VW greatly
appreci ate your sharing that docunment with us and
allowing our staff to take a | ook and nmake commrents.

You all now have copies of the critiques of
some NI MH staff about that and, in particular, our
concerns that the very scholarly inbal anced text be
reflected in the specific recommendati ons.

Unfortunately, these days generally executive
summari es and recommendations are read at the expense
of thoughtful and deliberative text.

Finally, | just want to echo the concerns of
sone of the menbers of the Comm ssion, that you
continue to get input fromexperts on clinica
research, in particular involving those who have done
research involving individuals with psychiatric or
neur ol ogi cal inpairments to i nformthe NBAC about sone
of the clinical disorders and sonme of the nuances of
clinical research

CHAIR CH LDRESS: Al right. Thank you.

Are there any questions or coments?

(No response)

CHAIR CH LDRESS: Let ne just ask one, if |

could. Incidentally, regarding the response to the
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allegations, that will be sent to all Conm ssion
menbers by the NBAC office next week, or this week,
guess. Tonorrow. Today or tonorrow.

But regarding the other draft which nenbers of
t he subcommttee, at |east, had a chance to see,
guess one question was whether, since a
m sunder st andi ng cane up in the neeting yesterday about
whet her what we were proposing in the recomrendati ons
woul d apply to nore than mninmal risk research or
whether it was only to nore than mninmal risk research
or also to mninmal risk research, it seened to ne that
the response fromthe National Institute of Menta
Heal th actual |y thought that we were naking this apply
to mninmal risk research too, so sone of the things
that woul d be excluded fromyour interpretation
actually, would not be fromours. | apologize, because
there unclarities in the docunent on that point.

DR SHORE: Rght. At the end of the docunent
that you drafted, and of course that's the Novenber ' 97
version to which we had access, it did appear to, in
effect, prohibit even mninal risk research on those
with questionabl e capacity to consent in a case in

which it was non-therapeutic or no direct benefit,
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dependi ng on which termyou use.

VW believe that there are certain
ci rcunstances in which greater than mninmal risk
research mght be justified without direct benefit, but
we are certainly willing to concede that in such
situations additional safeguards shoul d probably be
enpl oyed.

| expect that we will advise IRBs as to
addi tional steps, perhaps independent nonitors, that
m ght be used to assure that input fromthe famly,
fromindependent clinicians, et cetera, is used to best
advant age.

But our nmajor concern was that the version
that we saw did not appear to nake the distinction
bet ween even mninmal risk research, asking a few
questions of an individual or taking a tube of bl ood
and woul d appear to outlaw such studi es whi ch have been
so useful in finding the genetics of Al zheiner's
di sease, for instance.

CHAIR CH LDRESS: And that has been clarified.
The revised draft that we're working with al so
i ncorporates the input of several subcommttee nmenbers

who had the opportunity to attend the conference in
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early Decenber, a very beneficial conference. It was,
i ndeed, for all of us.

| guess one question woul d be whet her you'd
mnd if we go ahead and work with the draft of the
recomendations that are comng out fromthat neeting
because, as you've heard our schedule, we are trying to
nmove forward, if you think it woul d be appropriate for
us to go ahead and | east use that for our reference at
this point, would be hel pful.

DR SHCORE: Perhaps we can conprom se on what
| may call our penultimate draft, and | can nmake a
promse to try and get that to you, say, two weeks
bef ore you neet.

| don't feel conpletely confortable, of
course, in sharing with you a docunent that has not
been vetted by the nenbers of the panel, but, as you
may know, |I'mnot the nost patient individual nyself so
it isny desire to get this in final formas soon as
possible and get it to you imrediately thereafter for
penultimate form

CHAI R CH LDRESS: Anyt hing el se?

DR BRTQO It would be hel pful to have a

speci fic exanpl e of what you nentioned, that there are
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greater than mnimal risk research has been useful in
the past, sonething that's been done. So if we could
have specific, concrete exanples of that, that woul d be
real |y hel pful

DR SHORE: | nean, | would just say things
i ke PET scans in suicidal adol escents, spinal taps.

DR BRITO But the references and the
publication. Appreciate it.

CHAI R CH LDRESS: Thank you.

Does anyone el se wish to offer public
t esti nony?

(No response)

CHAIR CH LDRESS: Al right.

Let me then turn to Jack Schwartz. Thank you
Jack, for bearing with us in the nodification of the
schedule. Jack will provide an update on the Maryl and
Attorney CGeneral's Wrking G oup. You have seen
several drafts fromthis working group over the |ast

year, and we're glad to have Jack offer an update.
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UPDATE ON MARYLAND ATTCRNEY CGENERAL' S WORKI NG GROUP
By Jack Schwartz, Esq.

MR SCHWARTZ: Thank you. 1'll summarize the
current status and identify some current issues pending
before our group. M summary of those issues wll make
it plain, I think, the areas in which we need your
hel p.

The Maryl and Wr ki ng G oup has been about its

task for nore than two years. Qur objective was to
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come up with a draft statute on research invol ving
decisionally inpaired people that could actual ly be
enacted by the Maryl and | egi sl ature.

That last qualification is an inportant one.
| daresay that many nmenbers of the Maryl and | egislature
have never even heard the word "bi oethics" but they
know a bi oet hi cs controversy when they see one and they
know how to avoid it.

So for legislation of this kind to have a
realistic chance of enactnent, it nust arrive at the
| egislature with a fair degree of consensus. |If the
hearing on the bill turns into an ethical debate, the
bill will sinply disappear w thout a trace.

A consensus i s not achi evabl e w t hout
sonet hing that resenbles a public conversation. So we
have been at pains to try to have public reaction to
our thinking as we go al ong through the medi um of now
three reports that we issued soliciting public
comments. The last two of these three included draft
statutory | anguage that people could react to. The
nore you ask people to give you comments, the nore they
do.

So a satisfying aspect of this process is
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that, at least in the |ast go-round, sone people
participated, reacted, who didn't have an a prior
interest in the subject, people who had no particul ar
organi zational identification, |eaders of religious
groups in Maryland, advocates for the honel ess.

Their overall reaction was twofold. To think
that the essentially unregul ated status quo about
research invol ving decisionally inpaired subjects was
unsati sfactory, but that the proposal then on the
tabl e, the August '97 version of our docunent, fell
short in a nunber of respects. 1'll summarize those in
a nonent.

But the upshot, fromny perspective, is that,
given the current reaction to our draft that's on the
table, given the prospect that you all wll serve as
the cavalry comng over the hill to save us in sone
respects, that it was not ready for introduction in the
session of the Maryland | egi slature that begi ns next
week.

Hence, we will not offer a proposal in the '98
session of the legislature, which is a three-nonth
session. Essentially, if we were going to do it we

woul d have had to have done it by now That is to say,
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have a draft that was essentially ready, talk to key
nmenber of the legislature. None of that has happened
because we're not ready yet.

So we will have the opportunity to be guided
by the Commssion's report as we continue this process.
| anticipate that we'll have another draft out by
m ddl e of spring, again, soliciting public comrent.

Qur goal nethod was to try and share our thinking as we
went along. That's been fruitful, and | commend t hat
strategy to you

Let me try and sumrarize in general terns the
reaction that commentors had to the proposal that's now
on the table, our proposal.

The first, was to be nervous about sonet hing
that we did not include in the docunent that we |eft
out, and that is the issue of capacity assessnent. The
current Maryland draft sinply takes as a premse that
the individuals who are the potential research subjects
are decisionally incapacitated and regul ates from
t here.

Vel |, there was nuch focus on the | ack of
di scussion or lack of provision in the bill for a

process of capacity assessnment, so we are wangling
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with that. Qur sense, of course, is that despite the
excel lent scholarship in this field, D. Applebaums
and others', that there is no broad agreenment within
the field on the nethodol ogy for capacity assessnent.

Hence, | think it is likely that our next
proposal wll sinply inpose an obligation on
researchers where the research subjects have a
condition that raises ared flag, if you wll, about
capacity to describe what nethod they are planning to
use to assess capacity and charge the IRB with
review ng that reconmmendati on or that proposal by the
i nvestigator.

Hence, there will be no command and contr ol
state regul ation, but instead the obligation on the
part of the investigator and IRB to address the issue.

The comrentors were wary of things that we had
included in the neasure, not only things that we had
left out. There was consi derabl e concern over a topic
that you all have addressed this norning, and that is
Research Advance Directives and the circunstances under
whi ch those ought to be given the | egal security of a
statute.

An interesting aspect of concern was, what is
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to prevent investigators frompotentially turning these
into blank checks, to essentially solicit the signing
of a research advance directive upon admssion to a
facility, worry that if the provisions on advance
directives were too open-ended, that it mght invite
abuse of that kind.

A second aspect of concern was over capacity,
assessing capacity to executive an advance directive.
There seened to be general recognition of the truism
that people may have differing capacities for differing
deci sions and, therefore, the fact that an individual
m ght not be capable of giving inforned consent to
research participation did not necessarily inply that
the individual |acked the capacity to execute an
advance directi ve.

Those are different decisions, depending on
what the advance directive is, of course. |'m speaking
now of proxy-type advance directives designating a
substitute or surrogate decision nmaker.

Yet, there were worries that at |least the --
in situations where an investigator had determ ned that
a potential research subject |acked the capacity to

give informed consent and yet then solicited an advance
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directive, was a worrisone phenonenon and, hence, ought
to be addressed through sone provision calling for, at
| east in those circunstances, an assessnent of capacity
to execute the advance directive, a separate issue than
capacity to give inforned consent.

There was worry over elenents of our proposal
that essentially borrowed Federal concepts. W had
under stood our own role fromthe outset as being unable
to fix problens that arose fromthe comon rule itself.

So, insofar as there are difficulties, as
there plainly are, with the definition or concept of
risk, as reflected in the Federal or in the common
rule, we inported those difficulties into our proposal
because we sinply borrowed the definition of m ninal
risk and erected categories of risk based on that sandy
f oundat i on.

But we didn't think that we could, in
Maryl and, do anythi ng useful by way of addressing a
problemthat is a fundanental one, as you've
identified, and that has national inport, and we have
been criticized for that.

How can you, people say, invest substitute

decision makers with authority in particular categories
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of risk when, to borrow Professor Capron's phrase, the
categories are bounded by pieces of spaghetti.

There isn't any satisfactory answer that we
can give to that, except this was sort of the given for
us. So to the extent that the Commssion is able to
hel p i nform our understandi ng of risk and, hence, of
the categories of decision nmaking authority that can be
built on risk, we would be nost grateful.

Anot her issue that will engage us at our next
meeting in, | think, early February has to do w th what
limtations, if any, state |aw ought to place on
participation by decisionally inpaired subjects in
pl acebo-control | ed studi es.

The concern is over circunstances in which
there is standard therapy and yet individuals with
deci sional incapacity are enrolled in placebo-
control | ed studies so that they are renoved--one arm of
the study--fromtheir standard therapy and given
pl acebo.

As usual, we lack data in know ng how often
this occurs, but the commentors were worried that the
proposal, as currently framed, would allow that because

it really doesn't address very nuch about placebo, or
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the control aspects of a randomzed clinical trial. $So
that's another matter on our particular table.

So those are what we are grappling with. Any
aid fromyou all would be deeply appreciated. W wll
be having a set of discussions wthin the working group
over February and March

| would inagine by late March, early April we
ought to be in a position to again share our thinking
with you and the public through the publication of
anot her report.

The idea would be to be in a position by
sumer to have conpl eted our work and identify
consensus, if there is one, and then go about the
busi ness of trying to devel op | egislative support for
t he proposal .

CHAI R CH LDRESS: Thank you. Thank you very
much, Jack

Are there any questions or coments?

(No response)

CHAIR CH LDRESS: Well, thank you very nuch.

MR SCHWARTZ: Thank you

CHAI R CH LDRESS: W appreci ate your sharing

with us.
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Bill Freeman. | saw hima nonent ago. h,
he's on the tel ephone now The l|atest word, is that
right, Bill?

DR FREEMAN Not quite.

CHAIR CH LDRESS: Bill, we're grateful to you
for updating us on the report.

Let me just nention, for those who may not
have been here when we tal ked before, the planis to
conplete the report fromthe Genetics Subconmttee and
t he Comm ssion as a whole on tissue sanples and the one
on decisionally inpaired research subjects, and then to
conpl ete the one on the Federal Agency Report, perhaps
in conjunction with recomrendations about Federal
oversight. So this will be the third report rel eased.
The data collection is still in process, but al nost

done. So Bill is going to update us about that.
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UPDATE ON REPCRT ON THE SURVEY OF FEDERAL ACGENC ES
By: Bill Freeman, MD.

DR FREEMAN Becomng the third report has
given us room tinme, to do nore things that we need and
want to do. W are greater than 90 percent at Phase I.
That was a structural survey of every agency that has
signed on, including sone agencies that did not sign on
that we found are doi ng research

VW' re greater than 70 percent at Phase ||
That's a snmal |l er nunber, |ooking at a range of various
kinds or sizes, et cetera, of IRBs in those agencies
that have themor in the nechanisns for grants and
contracts, what are the procedures to nake sure that
grants are contracts are -- on these institutions that

have the protections in place. You ve seen in the past
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the general, broad conclusions. They renain.

V& continue the process, and | want to
enphasi ze this, that every agency has revi ewed our
draft--or at |east has been given an opportunity to
review our draft; we can't make themdo it--for the
facts at the tinme of the survey and gotten back to us.

They have that opportunity, and we will cone
to an agreenent about what those facts are before the
first draft about that agency gets to you. That review
al so includes any other nodifications or suggestions
t hey have.

So if, for instance, there was a runor that
sone agenci es thought, well, maybe they didn't present
thensel ves, didn't take it seriously when they
interviewed them There's plenty of opportunity to set
the record straight. This is an iterative process,
really, as long as it takes, and al so for additional
suggesti ons.

Those suggestions, by the way, are comng in.
W asked for those initially and | think it would be
very hel pful about how to inplenent the regul ations.

(ne of the things that was suggested a coupl e

of neetings ago has been nodified a bit. W aim
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before the conpletion of the report, to have at one of
the NBAC neetings -- invite Federal agency officials to
cone and tal k about their suggestions about how to
i nprove the inplenmentation process of these
regul ati ons.

They will also, of course, be able to nmake
generic statenments about our generic suggestions. W
will not, we hope, get into defending or attacking any
given agency. That's not the purpose of our report, or
t he purpose of that neeting, for that matter.

Finally, staff have devel oped al so over the
hol i days, given it was difficult to neet with people,
possi bl e general inplications--and we're still in the
process of this--for adopti on or non-adoption of
i nnovations by agencies. It's fromthe political
science and sociologic literature. This may conpl enent
t he papers by McCarthy, Fl etcher and Gonzal es about,
they're primarily on location in the Federal Covernnent
for Federal oversight.

This would be nore, what are the functions or
t he processes that should be included in this entity,
whatever it is and wherever it is, to naximze the

i nnovation -- the acceptance -- excuse ne, the adoption
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of these regulations that we have found have not been
adopt ed 100 percent throughout the Federal Governnent.

O course, you'll be getting plenty of a
chance to look at that in a draft. But we have found
sonme information that | think has turned out to be
very, at least at our first glance, very hel pful

CHAI R CH LDRESS: Wl |, thanks very nuch,
Bill, and other nenbers of staff who have been worki ng
on this project over many nonths.

Are there any questions or comments for Bill?

(No response)

CHAIR CH LDRESS: kay. Bill, thanks very
much, again, and to the staff working on this.

| had got a note to ask Jonathan Moreno to say
sonet hi ng about the TD case, and Jonat han cane up to
say that Jack Schwartz was the person to ask about the
TD case.

Jack, if you wouldn't mnd just telling us
where matter stand as that has evol ved.

MR SCHWARTZ: Sure. Just alittle recap on
that. The TD case involved a challenge to the legality
of regul ations that had been issued by the (fice of

Mental Health in New York governing research
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participation by decisionally incapacitated people in
nmental health research

The original decision, the trial court
deci sion, had invalidated the regul ations on a rather
narrow ground, namely that the regul ati ons were not
properly issued by the nental health office, but rather
were within the authority of the New York Heal th
Comm ssioner; not exactly a technicality, but a
rel atively narrow ground.

Wien the case cane to the internedi ate
appel l ate court in New York, that court agreed about
this who has the authority question, but then went on
to suggest that there were significant constitutional
problens with the regul ations.

This internedi ate appel | ate court deci sion
suggested that there were constitutional reasons why
i ndi vidual s with decisional inpairment could not be
i nvol ved i n non-beneficial research that posed greater
than mninal risk, some extensive discussion in that
opi nion of constitutional and common | aw i ssues.

The matter was brought to the New York Court
of Appeals, which is New York's highest court. 1In a

deci sion about three or so weeks ago, that court in
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essence vacated t hroughout the portions of the
intermedi ate court decision that had dealt with the
nmore interesting issues, the constitutional and comon
| aw i ssues.

So the state of the matter is that the only
thing that this case now stands for, it's the
i ncredi bl e shrinking case. It now stands for the
narrow proposition that it was one official rather than
another in New York State that has the authority to do
t hese regul ati ons, and the di scussion of constitutional
i ssues i s now tossed out.

So what happens next? The New York Health
Comm ssi oner presumably will do regulations. There's a
task force at work in New York to provide advice to the
heal t h comm ssi oner.

Onhce those regul ations are newy issued, then
presunmably the plaintiffs in the case, if they are
dissatisfied with the new regul ati ons, can start their
chal l enge over again, again alleging the constitutional
probl ens that they perceived before. But we are years,
presumably, away froman authoritative decision on that
matter.

CHAIR CH LDRESS: Any questions about that?
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(No response)

CHAI R CH LDRESS: Thanks very nuch.

DR MXRENQ And I'd just say, as a nenber of
that -- task force, we're waiting to see what you guys
have to say about this too, as are the good people in
Mar yl and.

DR CASSELL: There's a kind of circularity in
the Maryl and and New York task force and NBAC

CHAIR CH LDRESS: And it all cones back to
you, Jon.

VW have schedul ed a brief discussion of future
Comm ssion research activities. | wonder if Eric could
lead us on that. W won't spend a lot of tine on this,
but notice the nunber of topics that were identified
that have to do with research. So let's see if there's
any feedback on that.

DR CASSELL: | cannot be the only person who
has a certain feeling of both deja vu and frustration
in this discussion as we go around and around on
subj ects that were inpossible to solve the last tine
around, and here we are again. nly we have done one
significant thing, there is no question about it. W

have added a surrogate. W have added a friend. That
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is no small matter.

Onh the other hand, it seens to ne that one of
the things we always end up on, is we cone back to the
IRB. W're goingtolet the IRBdo this and the IRB do
that. Yet we all know, al nost everybody who for any
length of tinme has served on IRBs, and sone of us have
even chaired themfor prol onged periods and we know
their difficulties, that | RB nenbers have variabl e
knowl edge of what they are actually doi ng and we know
that there is even in sone cases questions of good
faith in IRBs, depending on where they are, and so
forth.

The point is, | cannot see how we can avoid
t he subject of research on IRBs toward -- toward a
change in the IRB nethod. Now, having said that, I
think it's a nmatter of discussion, what, in fact, does
that nean. | think Eric already has sone things going
and we mght have a discussion here, a brief
di scussion, to go home with.

Vel |, what does that all nean; what do we want
to do as a Coomssion? |If we |eave this subject and
don't do sonething to change this, I think we would

have been remss. W had a dinner neeting | ast night
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that came to nmuch the sane concl usion

Eric?

MR MESLIN Well, at the risk of bel aboring
the discussion, there was full Comm ssion di scussion on
this subject yesterday. One of the decisions the group
seened to cone to was that there was a genera
consensus that all of those topics were extrenely
interesting and rel evant.

It mght be useful if you were to pick up Dr.
Cassel | 's chall enge of identifying the top two or three
that you thought were nost urgently pressing, and |
think Arturo nentioned this yesterday as well, that we
can do and that we can do well.

Several of these have cone up, including the
| RB study, the study of international clinical trials.
It may be useful for you just to rum nate once nore
about where you see the inportance for the ful
Comm ssi on goi ng forward, because we will revise this
pl anni ng bucket docunent and recirculate it.

Harol d's wi sh yesterday before | eaving was
that we would pick this up at the next neeting of the
full Comm ssion, so don't feel constrained by a

decision to cone to closure today.
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DR CASSELL: Then there's the other subject
which is nentioned, and we have docunents on, is it
conmes out of the paper on the capacity consent in
neur obi ol ogi cal research, the Berg and Appl ebaum paper .
M/ own direct investigative experience -- this paper is
a sea of m sunderstandi ngs and poor definitions. The
word judgnent -- we're tal king about peopl e nmaking a
j udgnent .

What peopl e nean by a "judgnent” is not at all
clear through this. Repeatedly, everybody's experience
is that people given consent forns frequently do not
understand the content of their consent form never
mnd renenber it.

That's already a different issue. But they do
not understand the content of the consent form
nedically ill as well as psychiatrically ill patients.
Yet, we continue to do the sanme kind of thing as we did
bef or e.

So | don't really know what the answer is. |
woul d hate to |l eave this neeting feeling, well, okay,
what you have to do, is every Comm ssion has to sing
the song and dance the dance, then wait for the next

Comm ssion to have sone bright idea about what to do to
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solve it.

But | actually think if we start with where we
are going and continue research into the nature of the
thing called consent, that we will have nade a
contribution, if it clarifies how we believe peopl e
shoul d gi ve consent to research and what safeguards we
have for that consent.

| have a side feeling that we are going to
have to figure out what comunity neans in this
relationship and we haven't figured that out yet
either. The fact that we haven't figured out all these
things doesn't bother ne in the slightest, if we pick
themup. If we don't, thenit's --

CHAIR CH LDRESS: And we do have a paper, a
contract paper on community that will be circulated in
the next few weeks after sone mnor revisions.

PROFESSCR BACKLAR It's interesting that in
the remarks on the Novenber draft, that N MH seened
very much at sea and m sunder stood our references to
comunity -- show that we --

CHAR CH LDRESS: Bill?

DR FREEMAN |'msorry. | didn't hear that

well where | was. |s there a concern about people
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bei ng at sea about the community; was that the
st at enent ?

CHAIR CH LDRESS: That in the response from
the National Institute of Mental Health to our Novenber
document, there were sone expressions of concern about
our invocation of comunity and how we were going to
use that.

DR FREEMAN CDC -- not in the nental health
field, as far as | know, but CDC has just come out with
a not-very-thick book about the role of comunity in
research, which is sone of the best that | have seen,
and i ncludes the Mbhawk of Tanawaga in Mntreal and
their invol venent in research, and others.

| ought to be able to get copies for the
entire Coomssion. There will be sone perceptions from
the point of view of community people and researchers
who have worked with them about what that relationship
can | ook Iike.

CHAIR CH LDRESS: Can you get that to us
fairly quickly?

DR FREEMAN Hope to get it probably within a
week.

CHAIR CH LDRESS: ood. That woul d be
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hel pful .

Bette?

M5. KRAMER This is a question of process. |
was wondering if it would be possible for the staff to
do sone research into the existence of sonme good
material on issues |ike consent, such as what Bill
refers to about comunity, because even in as a
prelimnary nove we can nake reference to those
materials in our reports, and | think that that woul d
be an addition.

MR MESLIN Are you asking about research
that's been done and the concept of community
consultation and whether it's been affected?

M5. KRAMER Yes. But no consent.

MR MESLIN Consent as a broad --

M5. KRAMER Consent forns. The process of
consenting to research.

MR MESLIN W can certainly discuss that,
sure. Let's do that outside.

M5. KRAMER Al right.

CHAI R CH LDRESS: Ckay.
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FUTURE COMM SSI ON RESEARCH ACTI M TI ES

CHAIR CH LDRESS: Qher points to be nade
about future research and Conm ssion research
activities. | guess one possibility woul d be whet her
we want to recommend, in terns of the list that Eric's
commttee provided, and that the Conm ssion went
t hrough, whether we want to nmake any recommendati ons
about priority.

| don't recall that we actually set any
priorities. There are sone things that have a kind of
i mredi acy about themthat you noted in your report and
in your discussion. But are there any comrents that
you woul d i ke to make about that, since | assume that

the Ad Hoc Commttee may well be providing further
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gui dance.

DR CASSELL: It was our hope that people
would reflect on -- well, let ne divide it up again.

VW had two categories. W had an i mmedi ate set of
probl ens and we di scussed those, then we had these

| arger issues, the limts of clinical nedicine and
ownership of body is two exanples of them that people
have to sort of chew around and decide, is this a

subj ect for us.

It's easy to see that the report acts as
though this Comm ssion will go on beyond its present
allotted tine, and it's like tinme wll be extended
because of what we've al ready di scussed.

The immedi ate needs will carry us to 1999
without -- but it is our hope that people would pick
up, particularly, Ata Charo's, what does it nmean to
say? | mean, we take it for granted that people are
giving a consent to have sonethi ng done to their body.
That inplies a certain kind of relationship to the body
and -- spelled out what that relationship is. That
woul d be an interesting subject.

Certainly we can't even cone near reproductive

t echnol ogy, | would think, wthout beginning to
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clarify, what is the wonman's rel ationship to her body
and to what it does, because those are issues that bear
directly on reproductive technol ogy.
The limts of clinical nedicine issue is also
-- it's a question that we keep com ng up agai nst here

but we bounce back, and that's the question of

progress. |Is scientific progress an unlimted good?
As Alex pointed out, quoting -- it's a limted good.
There are greater goods. | have a coll eague

at the head of the table once who rem nded ne t hat
saving lives was not the highest good, that there were
greater goods than that. | think freedomwas one at
the time. These are issues that | think we have to
consider for the future to determne our work and set
us on a course that conm ssions have not yet started.

CHAIR CH LDRESS: So this is viewed as a
process then.

DR CASSELL: Yes.

CHAI R CH LDRESS: The question is whether we
have anything we want to suggest at this point, or
sinply, as Eric has noted, reflect on this, since the
question of priorities would be addressed at subsequent

Comm ssi on neet i ngs.
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Anything you' d |ike to add?

DR BRTO M general feeling, talking to
different people in the Coomssion, is that the IRB
problens -- | think al nost everyone that |'ve talked to
agrees that that's probably -- they agreed wth your
comment s yesterday about that being a very inportant
issue, and I think we should proceed with that -- start
to proceed with that at sone point in the future.

The only problemw th that, that's such a big
topic that it will take tine. In the neantine, that
could be our big topic to cover. W could refer to the
nmore focused topics and pick a fewto also do in
bet ween.

CHAIR CH LDRESS: -- it seens to ne that we
shoul d have at the February neeting an update fromthe
two groups currently studying IRBs and begin to plot
with staff sort of what's the better nove and what
mght be done. So | think that's an inportant thing we
could recommend to the Conmm ssion as a whol e, dependi ng
on what cones in.

DR BRTO And the topic of limtations of
clinical nedicine, et cetera, even though it's

sonething |'mvery interested in, I'mnot sure how nuch
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that deviates fromwhat our goal is to protect
substantive research. | don't know |'mjust tossing
that out.

DR CASSELL: | think everybody shoul d
recogni ze that us education freaks on this Conm ssion
know that issues of IRB bring up issues of education
and i ssues of investigator information, and so forth.
So for all of us, these are sneaky ways of bringing in
the --

(Laught er)

CHAI R CH LDRESS: D ane?

DR SCOIT-JONES: | would just like to follow
that with a comment that |'ve been reflecting a | ot of
the references to the | RB today and yesterday, and even
though | agree with the general sentinment that there
are lots of problens with the IRBs, | think that we
can't really consider IRBs wthout also considering the
regul ations wth which they have to work, the gui dance
that they' re given, which also are probl enati c.

Then on the other end, the researchers who
want to nove forward their research w thout delay, who
al so make denmands on the IRB, so in sone ways | RBs nay

be caught in the mddl e w thout appropriate guidance,
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wi thout clearly defined regul ations, and then on the

ot her hand bei ng perceived as obstructioni st by persons
who want their research to nove forward w t hout any
delays. So | think we need to | ook at both of those
ends at the sane tine.

DR CASSELL: Let me nmake it clear, | agree
with you entirely in that | wuld say that it isn't
| RBs, per se, it's the process of institutional review
It's the process of institutional review which adds --
investigators in the institution with pressures on the

MR MESLIN Since it appears that in the
report yesterday, which was divided into two
conponents, a set of procedural issues and a set of
substantive programmatic i ssues, has at |east been 50
percent dealt with. Many of the process issues were
addressed yesterday by the full Commssion and | think
agreed to to a substantial extent.

Wuld it be helpful to the conmssioners if,
before the full Comm ssion neeting in February, staff
woul d prepare a brief meno summari zing these itens in
the programand listing, if you will, what the kinds of

research projects mght arise fromthose, if you wll,
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t opi cal areas?

W could go so far as to offer a provisional
priority for you to respond to, or it could sinply be
in a non-lexical order and give it to you
al phabetical | y.

But now that you' ve dealt with nany of the
process issues, we'd be pleased to provide that |ist of
the sort of seven, eight, or nine itens, with a brief

descriptor of what we think you mght nmean by those

t opi cs.

DR CASSELL: | would find that enornously
hel pful .

CHAIR CH LDRESS: (Good. | agree.

Trish?

PROFESSCR BACKLAR  Maybe | mssed this,
but -- if you would need to talk about putting this
report --

CHAIR CH LDRESS: Wl |, ny assunption, at
least -- | can't renmenber what we said about it. But

ny assunption was that we wouldn't do that before the
next draft.
PROFESSCR BACKLAR Wl |, | wasn't thinking

t hat .
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CHAIR CH LDRESS: Yes. But | think the --
agreenent to do that. Is that right?

DR BRI TQO That's what | thought.

CHAIR CH LDRESS: | agree.

DR BRTQO | forget when the conversation
takes pl ace sonetines, but we're alnost ready -- or 60
days before --

PROFESSCR BACKLAR | was tal ki ng about --
what you suggested -- report.

DR BRTQO For the Wb site.

CHAIR CH LDRESS: Yes. Maybe |I'mw ong, but
if there's no objection, | thought we had cone to an
agreenent on that.

PROFESSOR BACKLAR  Yes. |'msorry. Yes.

CHAIR CH LDRESS: But if there are any
objections to that, | think --

Anyt hing el se you would like to raise, Bette?

M5. KRAMER Jim to return to the prior
subj ect, there was one issue that was nenti oned sone
tinme ago that wasn't captured in the list that Eric
presented yesterday. That was the use of genetic tests
-- making genetic tests available to the public, in

fact, encouraging the public to make use of genetic
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tests before there is an approved therapy.

CHAIR CH LDRESS: FEric, was that considered as

DR CASSELL: | didn't hear that. |'msorry.

CHAIR CH LDRESS: Coul d you repeat that?

M5. KRAMER | nentioned to you last night the
use of genetic tests before there's an approved
t her apy.

DR CASSELL: That was not brought up, but
certainly you can raise it now As | said |ast night
when we discussed that, there was quite a | ot of
literature about that a nunber of years ago.

There was a consensus at that tine about
genetic testing which has crunbl ed anay in the
i ntervening years because first nore tests have cone up
and the genetics' star is shining -- the sinplistic
genetics' star is shining. So it mght very well be
that we have to revisit that.

M5. KRAMER | have great concern about that
because of sone of the advertisenents, the strong
advertising canpai gns that are under way by certain
institutions urging wonen, particularly, to get tested

for breast cancer, for BRZ-1-2, and these wonen are
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going in there assumng that there's sonething that can
be done. | nean, it's a problem | think we need to
consider it.

CHAIR CH LDRESS: This nmay wel |l be, and nmaybe
we can ask staff to include -- other comments that have
come out about other things. | would note that the
list, actually, of immedi ate concerns, as well as |ong-
term that list focuses nore on the research side of
our dual mssion than on the genetic side.

The use and managenent of genetic information
is one of our two major concerns. This would seemto
me to fit quite appropriately under that, and perhaps
woul d add a bit nore of the genetics side to the |ist
of topics to | ook at over tine.

DR CASSELL: Wwell, now that we have nore
staff, and really a highly professional staff, that
seens to me to be sonething that could be reproduced as
a docunent, as a contract docunent, a discussion of
genetic testing in its place and so forth, which then,
after we have reviewed it, goes out under the NBAC
seal .

NBAC poi nting out the problens of genetic

testing, where we do not have to raise it as sonething

MOFFI TT REPORTI NG ASSOQ ATES
(301) 390- 5150




N

o o A~ W

10
11
12
13
14
15
16
17
18
19
20
21
22
23

to occupy two or three neetings of the Commssion. 1In
other words, it's sonmething we ask to be done because
We recogni ze its inportance, yet we don't put it on our
meeting agenda to occupy us to do it.

CHARCHLDRESS. O if we look at it, we'd
deci de whether it's sonething we should put on our
agenda to | ook at.

DR CASSELL: Yes.

MR MESLIN | would only suggest that,
procedural ly, ny sense of how we mght want to think of
going forward, is once we've produced the list, if you
wll, the grocery list or wish list of the topics that
we think would be appropriate for NBAC to consi der, be
it wthin our current nmandate or in an infinite
mandate, we would then try and prioritize those itens
in a systematic way.

Then follow ng that, you woul d hopeful ly be
able to rely on each other and staff to offer the best
met hod for proceedi ng, whether they be a series of
contracted papers or working groups that will provide
the necessary data for the Conmssion to start
del i berati ng.

There woul d be nothing that woul d prevent a
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paper on this subject, but there would be nothing to
prevent a Comm ssion paper on any of the subjects that
are currently in that planning bucket.

You mght also wish to consider, and this wll
cone up probably in the nmeno that we prepare for you,
that there has been an awful | ot of work done by the
Nati onal Human Genone Research Institute and the
Departnment of Energy. A major task force has issued
its report. There is an awful lot that has been goi ng
on.

Wien Francis Collins, the director of the
Genone Institute spoke at the first NBAC neeting, |
t hi nk he provi ded an overvi ew of nmany of those
subjects. Staff would probably be delighted to go over
that initial listing and flesh out in nore detail what
t hose potential topics would be.

CHAIR CH LDRESS: Are there other points that
you would Iike to make as we nove closer to
adj our nnent .

(No response)
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CONCLUSI ONS

CHAIR CH LDRESS: It says Concl usions.
don't really think I need to offer any. W have tal ked
about what we need to do to prepare the report on the
decisionally inpaired subjects, or whatever title we
come up wth.

| guess that mght actually be an appropriate
thing to close with, is any other thoughts about what
direction we mght go in terns of categories to use or
a category to use toward the report, since questions
enmerged about research subjects w th questionabl e
capacity, as well as questions that emerged about every
ot her category.

You may not have any thoughts today, but this

is somet hi ng we obviously need to think about, since it
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does raise issues for a variety of issues. These terns
apply various things for different individuals, and we
do need to be aware of how they m ght be perceived.

DR CASSELL: | thought that that was a safe
-- inpairment of decision naking capacity was a -- but
it isnt, isit?

CHAIR CH LDRESS: | think questions have been
rai sed

PROFESSCR BACKLAR | think it's interesting
to | ook at Paul Applebaums -- and we mght want to
take clues fromthat. Not to copy it, necessarily,
just the nature of disorders that affect decision
making ability. 1'mnot certain exactly how one
affects the disorders that affect decision naking
ability -- sone way of visualizing this.

DR CASSELL: Al I -- decisionally
chal | enged.

DR SOOIT-JONES: Jim

CHAI R CH LDRESS:  Yes.

DR SCOIT-JONES: Wat was the deadline we
gave oursel ves for responding to the draft of this
paper ?

CHAI R CH LDRESS: (One week.
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DR MXRENO (One week.

CHAI R CH LDRESS: W said one week. But would
you like to try to sneak in 10 days? e week. Al
right.

DR MXRENO (One week.

CHAI R CH LDRESS. (e week.

Ohe last thing. Eric remnds nme that there
has been sone di scussi on about getting a paper that
| ooks at the various kinds of assunptions in trying to
det er m ne i nconpet ence, incapacity, or |ack of
capacity, the kinds of measurenents that Paul Appl ebaum
and ot hers have devel oped. There's been sone
di scussion that Alex, Trish, Eric and | have been
i nvol ved with about a possible paper in that direction.

Any thoughts about that? This is one other
contract paper that could be useful to us, and perhaps
could be, if not available in -- couldn't be avail abl e
infull formby the tine we need, but we mght be able
to get a possible contractor to talk with us about the
kinds of issues that are involved in neasurenent in
sone type of capacity. |Is that an area where we'd |ike
to have sone kind of report on this in February?

DR BRTQO That would be useful. | wouldn't
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be surprised if what we come up withis -- well, we
know that there's a | ack of standardization, and it nay
actual ly open up another area where -- go ahead. Wre
you goi ng to say sonet hi ng?

DR CASSELL: It's a can of worns.

DR BRTO It's a can of worns. But it would
be useful just to find that out.

CHAIR CH LDRESS: | was intrigued by the
Maryl and approach, which was at |east through the --
people to investigators to indicate how they' re going
about determning this, and that's obviously one kind
of procedural way to go. But it may be useful for us
to look at some of the issues involved, so we wll try
to do that.

Any last points that people would like to

nmake?

(No response)

CHAIR CH LDRESS: Well, | thank you for your
forbearance. | thank the others who were here for

their contributions. W really appreciate the work of
staff. W thank you very nmuch for all that you' ve done
to make this period of two days very successful. Thank

you. Thanks, everyone.
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(Wiereupon, at 11:56 a.m, the neeting was

concl uded. )

CERTI FI CATE
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proceedi ngs of a neeting of the National Bioethics
Advi sory Comm ssi on, Human Subj ects Subcomm ttee,
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appears, and this is the original of transcript
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